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m (54) rule: CATHEPSIN CYSTEINE PROTEASE INHIBITORS 

Q (57) Abstract: This invention relates to a novel class of compounds which are cysteine protease inhibitors, including but not limited 
to, inhibitors of cathepsins K, L, S and B. These compounds are useful for treating diseases in which inhibition of bone resorption is 
indicated, such as osteoporosis. 
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TITLE OF THE INVENTION 

CATHEPSIN CYSTEINE PROTEASE INHIBrrORS 

BACKGROUND OF THE INVENTION 
5 A variety of disorders in humans and other manunals involve or are 

associated with abnormal bone resorption. Such disorders include, but are not limited 
to, osteoporosis, glucocorticoid induced osteoporosis, Paget* s disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 

10 bone disease, hypercalcemia of malignancy, and multiple myeloma. One of the most 
common of these disorders is osteoporosis, which in its most frequent manifestation 
occurs in postmenopausal women. Osteoporosis is a systemic skeletal disease 
characterized by a low bone mass and microarchitectural deterioration of bone tissue, 
with a consequent increase in bone fragility and susceptibility to fracture. 

15 Osteoporotic fractures are a major cause of morbidity and mortality in the elderly 
population. As many as 50% of women and a third of men will experience an 
osteoporotic fracture. A large segment of the older population already has low bone 
density and a high risk of fractures. There is a significant need to both prevent and 
treat osteoporosis and other conditions associated with bone resorption. Because 

20 osteoporosis, as well as other disorders associated with bone loss, are generally 
chronic conditions, it is believed that appropriate therapy will typically require 
chronic treatment. 

Osteoporosis is characterized by progressive loss of bone architecture 
and mineralization leading to the loss in bone strength and an increased fracture rate. 

25 The skeleton is constantly being remodeled by a balance between osteoblasts that lay 
down new bone and osteoclasts that breakdown, or resorb, bone. In some disease 
conditions and advancing age the balance between bone formation and resorption is 
disrupted; bone is removed at a faster rate. Such a prolonged imbalance of resorption 
over formation leads to weaker bone structure and a higher risk of fractures. 

30 Bone resorption is primarily performed by osteoclasts, which are 

multinuclear giant cells. Osteoclasts resorb bone by forming an initial cellular 
attachment to bone tissue, followed by the formation of an extracellular compartment 
or lacunae. The lacunae are maintained at a low pH by a proton-ATP pump. The 
acidified environment in the lacunae allows for initial demineralization of bone 

35 followed by the degradation of bone proteins or collagen by proteases such as cysteine 
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proteases. See Delaisse, J. M. et ai, 1980, Biochem J 192:365-36S\ Delaisse, J. et al, 
1984, Biochem Biophys Res Commun'Ml-AAl; Delaisse, J. M. et a/.,1987, Bone 
8:305-313, which are hereby incorporated by reference in their entirety. Collagen 
constitutes 95 % of the organic matrix of bone. Therefore, proteases involved in 
5 collagen degradation are an essential component of bone turnover, and as a 
consequence, the development and progression of osteoporosis. 

Cathepsins belong to the papain superfamily of cysteine proteases. 
These proteases function in the normal physiological as well as pathological 
degradation of connective tissue. Cathepsins play a major role in intracellular protein 

10 degradation and turnover and remodeling. To date, a number of cathepsin have been 
identified and sequenced from a number of sources. These cathepsins are naturally 
found in a wide variety of tissues. For example, cathepsin B, F, H, L, K, S, W, and Z 
have been cloned. Cathepsin K (which is also known by the abbreviation cat K) is 
also known as cathepsin O and cathepsin 02. See PCT Application WO 96/13523, 

15 Khepri Pharmaceuticals, Inc., published May 9, 1996, which is hereby incorporated by 
reference in its entirety. Cathepsin L is implicated in normal lysosomal proteolysis as 
well as several diseases states, including, but not limited to, metastasis of melanomas. 
Cathepsin S is implicated in Alzheimer's disease and certain autoimmune disorders, 
including, but not limited to juvenile onset diabetes, multiple sclerosis, pemphigus 

20 vulgaris, Graves' disease, myasthenia gravis, systemic lupus erythemotasus, 

rheumatoid arthritis and Hashimoto's thyroiditis; allergic disorders, including, but not 
limited to asthma; and allogenic immunbe responses, including, but not limited to, 
rejection of organ transplants or tissue grafts. Increased Cathepsin B levels and 
redistribution of the enzyme are found in tumors, suggesting a role in tumor invasion 

25 and matastasis. In addition, aberrant Cathpsin B activity is implicated in such disease 
states as rheumatoid arthritis, osteoarthritis, pneumocystisis carinii, acute pancreatitis, 
inflammatory airway disease and bone and joint disorders. 

Cysteine protease inhibitors such as E-64 (rra/w-epoxysuccinyl-L- 
leucylamide-(4-guanidino) butane) are known to be effective in inhibiting bone 

30 resorption. See Delaisse, J. M. et a/., 1987, Bone 8:305-313, which is hereby 

incorporated by reference in its entirety. Recently, cathepsin K was cloned and found 
specifically expressed in osteoclasts See Tezuka, K. et al, 1994^ J Biol Chem 
269:1106-1109; Shi, G. P. a/.,1995, F£B5Le« 357:129-134; Bromme, D. and 
Okamoto, K., 1995, Biol Chem Hoppe 5gv/gr 376:379-384: Bromme, D. et al, 1996, 

35 J Biol CAem 271:2126-2132; Drake. F. H. etal, 1996, J Biol CAem 271:12511- 
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12516, which are hereby incorporated by reference in their entirety. Concurrent to the 
cloning, the autosomal recessive disorder, pycnodysostosis, characterized by an 
osteopetrotic phenotype with a decrease in bone resorption, was mapped to mutations 
present in the cathepsin K gene. To date, all mutations identified in the cathepsin K 
5 gene are known to result in inactive protein. See Gelb, B. D. et al, 1996, Science 
273 : 1236-1238; Johnson, M. R. et al, 1996, Genome Res 6:1050-1055, which are 
hereby incorporated by reference in their entirety. Therefore, it appears that cathepsin 
K is involved in osteoclast mediated bone resorption. 

Cathepsin K is synthesized as a 37 kDa pre-pro enzyme, which is 

10 localized to the lysosomal compartment and where it is presumably autoactivated to 
die mature 27 kDa enzyme at low pH. See McQueney, M. S. et al, 1991, J Biol 
Chem 272:13955-13960: Littlewood-Evans, A. et al, 1997, Bone 20:81-86, which are 
hereby incorporated by reference in their entirety. Cathepsin K is most closely related 
to cathepsin S having 56 % sequence identity at the amino acid level. The S2P2 

15 substrate specificity of cathepsin K is similar to that of cathepsin S with a preference 
in the PI and P2 positions for a positively charged residue such as arginine, and a . 
hydrophobic residue such as phenylalanine or leucine, respectively. See Bromme, D. 
et al, 1996, J Biol Chem TTh 2126-2132; Bossard, M. J. et al„ 1996, J Biol Chem 
271:12517-12524, which are hereby incorporated by reference in their entirety. 

20 Cathepsin K is active at a broad pH range with significant activity between pH 4-8, 
thus allowing for good catalytic activity in the resorption lacunae of osteoclasts where 
the pH is about 4-5. 

Human type I collagen, the major collagen in bone is a good substrate 
for cathepsin K. See Kafienah, W., et al, 1998, Biochem 1331:121-132, which is 

25 hereby incorporated by reference in its entirety. In vitro experiments using antisense 
oligonucleotides to cathepsin K, have shown diminished bone resorption in vitro, 
which is probably due to a reduction in translation of cathepsin K mRNA. See Inui, 
T., etal, 1997, J Biol Chem 272:8109-81 12, which is hereby incorporated by 
reference in its entirety. The crystal structure of cathepsin K has been resolved. See 

30 McGrath,M.E.,efat, l991,Nat Struct Biol 4:105-109; 7hdiO,B., etal, 1991, Nat 
Struct Biol 4: 109-1 1, which are hereby incorporated by reference in their entirety. 
Also, selective peptide based inhibitors of cathepsin K have been developed See 
Bromme, D., et al, 1996, Biochem J 315:i5-S9: Thompson, S. K., et al., 1997, Proc 
Natl Acad Sci U SA94: 14249-14254, which are hereby incorporated by reference in 

35 their entirety. Accordingly, inhibitors of Cathepsin K can reduce bone resorption. 
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20 



Such inhibitors would be useful in treating disorders involving bone resorption, such 
as osteoporosis. 

SUMMARY OF THE INVENTION 

The present invention relates to compounds that are capable of treating 
and/or preventing cathepsin dependent conditions or disease states in a mammal in 
need thereof. One embodiment of the present invention is illustrated by a compound 
of Formula I, and the pharmaceutically acceptable salts, stereoisomers and N-oxide 
derivatives thereof: 



DETAILED DESCRIPTION OF THE INVENTION 

The present invention relates to compounds of the following chemical 

formula: 



wherein Rl is hydrogen, Ci.6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl 
groups are optionally substituted with one to six halo, C3-.6 cycloalkyl, -SR9, -SR12, - 
SOR9, -S0R12, -S02R9. -SO2RI2, -S02CH(R12)(r11), -0R12. -0R9, -N(R12)2, 
aryl, heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups 
are optionally substituted with one or two substitutents independently selected from 
Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

R2 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with one to six halo, C3-6 cycloalkyl, -SR9, -SR12, -S0R9, - 
S0R12 -SO2R9. -SO2RI2, -S02CH(Rl2)(Rll), -0R12 -0R9, -N(R12)2, aryl, 
heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups are 
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optionally substituted with one or two substitutents independently selected from Ci.6 
alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

or Rl and R2 can be taken together with the carbon atom to which they are attached to 
form a C3-8 cycloalkyl or heterocyclyl ring wherein said ring system is optionally 
5 substituted with one or two substituents independently selected from Ci-6 alkyl, 
hydroxyalkyl, haloalkyl, or halo; 

R3 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3-6 cycloalkyl or one to six halo; 
10 R4 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3-6 cycloalkyl or one to six halo; 

or R3 and R4 can be taken together with the carbon atom to which they are attached to 
form a C3_8 cycloalkyl ring, C5.8 cycloalkenyl ring, or five to seven membered 

heterocyclyl wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are 
15 optionally substituted with one or two substitutents independently selected from C1.6 

alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

R5 is selected from hydrogen or Ci-6 alkyl substituted with 1-6 halo; 

R6 is aryl, heteroaryl, Ci-6 haloalkyl, arylalkyi or heteroarylalkyl, wherein said aryl, 

20 heteroaryl, arylalkyi and heteroarylalkyl groups are optionally substituted with one, 
two, or three substituents independently selected from halo, Ci-6 alkyl, Ci-6 
haloalkyl, C3-6 cycloalkyl, haloalkoxy, -SR9, -SR12, -S0R9, -S0R12, -S02R9, - 
SO2RI2, -S02CH(Rl2)(Rl I), -ORl2 -N(R10)(R1 I), cyano, or aryl which is 

optionally substituted with -S02R^^; 

25 

each D is independently C1.3 alkyl, C2-3 alkenyl, C2-3 alkynyl, aryl, heteroaryl, C3-8 
cycloalkyl or heterocyclyl wherein each said aryl, heteroaryl, cycloalkyl and 
heterocyclyl groups, which may be monocyclic or bicyclic, is optionally substituted 
on either the carbon or the heteroatom with one to five substituents independently 
30 selected from Ci^ alkyl, haloalkyl, halo, keto. alkoxy, -SR^, -SR^^. -OR^, -0R'\ 
N(R'^)2, -S02R9. or -SO2RIO; 

r7 is hydrogen, Ci-6 alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-6 alkyloxy, halo, nitro, 
cyano, aryl, heteroaryl, C3.8 cycloalkyl, heterocyclyl, -C(0)ORlO, - 
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C(0)OSi[CH(CH3)2]3, -0R^ -ORlO, .C(0)RlO, - R10c(O)R9, -C(0)R9, - 
C(0)N(Ra)(Rb), .C(0)N(Rl2)(Rl2), .C(0)N(R10)(R11), -C(R10)(R11)OH, -SR12 - 
SR9, .r10sr9, _r9, -C(R9)3, -C(R10)(R11)N(R9)2 , -NR10C(0)NR10S(0)2R9, - 
SO2RI2 .S0(R12), >S02R9, -SOmN(RC)(Rd), -SOmCH(RlO)(Rl 1), . 
S02N(R10)C(0)(R12), .S02(R10)C(0)N(R12)2, .OSO2RIO, -N(R10)(R11), - 
N(R10)C(0)N(R10)(R9), -N(R10)C(0)R9, -N(R10)C(0)R10, -N(R10)C(0)OR10, - 
N(R10)S02(R10), -C(R10)(R11)NR10C(R10)(r11)R9, -C(R10)(R11)N(R10)r9, - 

C(RlO)(Rll)N(RlO)(Rll), 'C(R10)(R11)SC(R10)(r11)(r9), rIOs-. - 
C(Ra)(Rb)NRac(Ra)(Rb)(R9), -C(Ra)(Rb)N(Ra)(Rb), . 

C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra)(Rb)N(Ra)(Rb), .C(Ra)(Rb)N(Ra)C(0) 
R9, -C(0)C(Ra)(Rb)S(Ra), C(Ra)(Rb)C(0)N(Ra)(Rb). -B(0H)2, -OCH2O- or 

4,4,5,5-tetramethyM,3,2-dioxaborolan-2-yl; wherein said groups are optionally 

substituted on either the carbon or the heteroatom with one to five substituents 
independently selected from Ci_6 alkyi, halo, keto, cyano, haloalkyl, hydroxyalkyl, - 
0R9, -NO2, -NH2, -NHS(0)2R8, -R9s02R12, .SO2RI2 -S0(Rl2), .SR12, -SR9, - 
SOniN(RC)(Rd), -SOmN(RlO)C(0)(Rl2), ~C(R10)(R11)N(R10)(r11), - 

C(R10)(R11)OH, -COOH, -C(Ra)(Rb)C(0)N(Ra)(Rb), -C(0)(Ra)(Rb), - 
N(R10)C(R10)(R11)(r9), -N(R10)CO(R9), -NH(CH2)20H, -NHC(0)ORlO, - 
Si(CH3)3, heterocycyl, aryl, or heteroaryl ; 

R8 is hydrogen or C 1-6 alkyl; 

or R4 and R8 or can be taken together with any of the atoms to which they may be 
attached or are between them to form a 4-10 membered heterocyclyl ring system 
wherein said ring system, which may be monocyclic or bicyclic, is optionally 
substituted with one or two substituents independently selected from C1.6 alkyl, halo, 
hydroxyalkyl, hydroxy, keto, -ORlO, -SRlO or -N(RlO)2; 

r9 is selected from the group consisting of hydrogen, aryl, aryl(Ci-4) alkyl, 
heteroaryl, hetcroaryl(Ci-4)alkyl, C3-8cycloalkyl, C3-8cycloalkyl(Ci.4)alkyl, and 
heterocyclyI(Ci^)alkyl wherein said groups can be optionally substituted with one, 
two, or three substituents independently selected from halo, alkoxy or -S02R12; 

RIO is hydrogen or C 1.5 alkyl 
Rll is hydrogen or Ci-g alkyl; 



wo 03/075836 



PCT/US03/06147 



Rl2 is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo, alkoxy, cyano, -NRlO or -SRlO; 

5 Ra is hydrogen, Ci-g alkyl, (Ci-6 alkyl)aryl. (Ci.6 alkyl)hydroxyl, '0(Ci.6 alkyl). 
hydroxyl, halo, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, wherein said alkyl, 
aryl, heteroaryl, C3-8 cycloalkyl and heterocyclyl can be optionally substituted on 

either the carbon or the heteroatom with one, two, or three substituents independently 
selected ftom Ci-6 alkyl or halo; 

10 

Rb is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci-6 alkyl)hydroxyl, alkoxyl, hydroxyl, 
halo, aryl, heteroaryl, Cs-g cycloalkyl, heterocyclyl,wherein said alkyl, aryl, 
heteroaryl, C3_8 cycloalkyl and heterocyclyl can be optionally substituted on either 

the carbon or the heteroatom with one, two, or three substituents independently 
15 selected from Ci_6 alkyl or halo; 

or Ra and Rb can be taken together with the carbon atom to which they are attached or 
are between them to form a C3.8 cycloalkyl ring or C3-8 heterocyclyl ring wherein 

said 3-8 membered ring system may be optionally substituted with one or two 
substituents independently selected from Ci-6 alkyl and halo; 

20 

Rc is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 

Rd is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 
25 or Rc and Rd can be taken together with the nitrogen atom to which they are attached 
or are between them to form a C3_8 heterocyclyl ring which is optionally substituted 
with one or two substituents independently selected from C1.6 alkyl, halo 
hydroxyalkyl, hydroxy, alkoxy or keto; 

30 n is independently selected from an integer from zero to three; 
each m is independently selected from an integer from zero to two; 
and the pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives 
thereof. 

Preferably, the present invention relates to compounds of the following 
35 chemical formula: 
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wherein Rl is hydrogen, Ci^6 ^l^^yl or C2-6 alkenyl wherein said alkyi and alkenyl 
groups are optionally substituted with one to six halo, C3-6 cycloalkyl, -SR9, -SR12, . 
S0R9, -SOR12 .S02R9, -SO2RI2, -S02CH(R12)(R11), -0R12, -0R9, -N(R12)2, 

5 aryl, heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups 
are optionally substituted with one or two substitutents independently selected from 
Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

r2 is hydrogen, Ci.6 or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with one to six halo, C3-6 cycloalkyl, -SR9, .SR12, -S0R9, - 
10 S0R12, -S02R9, -SO2RI2. .S02CH(R12)(r1 1), -0R12 .0R9. -N(R12)2, aryl, 

heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups are 
optionally substituted with one or two substitutents independently selected from Ci-6 

alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

or Rl and r2 can be taken together with the carbon atom to which they are attached to 
15 form a C3-8 cycloalkyl or heterocyclyl ring wherein said ring system is optionally 
substituted with one or two substituents independently selected from C1.6 alkyl, 
hydroxyalkyl, haloalkyl, or halo; 

R3 is hydrogen, C1.6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
20 optionally substituted with C3.6 cycloalkyl or one to six halo; 

R4 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3-6 cycloalkyl or one to six halo; 

or R3 and R4 can be taken together with the carbon atom to which they are attached to 
form a C3-8 cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered 

25 heterocyclyl wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are 

optionally substituted with one or two substitutents independently selected from Ci.6 

alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

r5 is selected from hydrogen or Ci-6 alkyl substituted with 1-6 halo; 
30 R6 is aiyl, heteroaryl, Ci^g haloalkyl, arylalkyl or heteroarylalkyl, wherein said aryl, 
heteroaryl, arylalkyl and heteroarylalkyl groups are optionally substituted with one. 
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two, or three substituents independently selected from halo, Ci-6 alkyl, Ci-g 
haloalkyl, C3-6 cycloalkyl, haloalkoxy, -SR9, -SR12, -S0R9, -S0R12, -S02R9, - 
SO2RI2, -S02CH(R12)(R11), -0R12, -N(R10)(R11), cyano, or aryl which is 
optionally substituted with -SOaR'^; 

5 

each D is independently C1-3 alkyl, C2-3 alkenyl, C2.3 alkynyl, aryl, heteroaryl, C3.8 
cycloalkyl or heterocyclyl whraein each said aryl, heteroaryl, cycloalkyl and 
heterocyclyl groups, which may be monocyclic or bicyclic, is optionally substituted 
on either the carbon or the heteroatom with one to five substituents independently 
10 selected from Ci-6 alkyl, haloalkyl, halo, keto, alkoxy, -SR', -SR'^ -OR', -0R'^ 
N(R'^)2, -S02R9, or -SO2RIO: 

R7 is hydrogen, Ci^ alkyl, C2-6 alkenyl, C2-6 alkynyl, C1.6 alkyloxy, halo, nitro, 
cyano, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, -C(0)OR10, - 

15 C(0)OSi[CH(CH3)2l3, -OR', -ORlO, -C(0)R10, . r10c{O)R9, -C(0)R9, - 

C(0)N(Ra)(Rb), .C(0)N(R12)(R12), -C(0)N(R10)(R11). -C(R10)(R11)OH, -SR12. - 
SR9, -R10sr9, -r9, -C(R9)3, -C(R10)(R11)N(R9)2 , -NR10c(O)NR10s(O)2R9, - 
SO2RI2, -S0(R12), -S02R9, -SOniN(RC)(Rd), -SOmCH(RlO)(Rl 1), - 
SO2N(Rl0)C(O)(Rl2), -SO2(Rl0)C(O)N(Rl2)2, -OSO2RIO, -N(R10)(R11), - 

20 N(R10)C(O)N(R10)(r9), -N(R10)C(0)R9, -N(R10)C(0)R10. -N(R10)C(0)OR10, - 
N(R10)S02(R10), -C(R10)(r11)NR10C(R10)(R11)r9, -C(R10)(r11)N(R10)R9 . 
C(R10)(RI1)N(R10)(R11), -C(R10)(R11)SC(R10)(R11)(r9). RlOs-, . 
C(Ra)(Rb)NRac(Ra)(Rb)(R9), -C(Ra)(Rb)N(Ra)(Rb), - 

C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra)(Rb)N(Ra)(Rb), .C(Ra)(Rb)N(Ra)C(0) 
25 R9, -C(0)C(Ra)(Rb)S(Ra), C(Ra)(Rb)C(0)N(Ra)(Rb), -B(OH)2, -OCH2O- or 

4,4,S,S-tetramethyl-l,3,2-dioxaborolan-2-yl; wherein said groups are optionally 
substituted on either the caHjon or the heteroatom with one to five substituents 
independently selected firom Ci-6 alkyl, halo, keto, cyano, haloalkyl, hydroxyalkyl, - 
0R9, -NO2, -NH2, -NHS(0)2R8, -R9s02R12, -SO2RI2, -S0(Rl2), -SRl2 -SR9, - 
30 SOmN(Rc)(Rd), .SOmN(RlO)C(0)(Rl2), -C(R10)(R1 1)N(R10)(R1 1), - 
C(RlO)(Rll)OH. -COOH, -C(Ra)(Rb)C(0)N(Ra)(Rb), -C(0)(Ra)(Rb), - 
N(R10)C(R10)(R1 1)(R9), -N(R10)CO(R9), -NH(CH2)20H, -NHC(0)OR10, - 
Si(CH3)3, heterocycyl, aryl, or heteroaryl ; 
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R8 is hydrogen or C 1-6 alkyl; 

or R4 and R8 or can be taken together with any of the atoms to which they may be 
attached or are between them to form a 4-10 membered heterocyclyl ring system 
wherein said ring system, which may be monocyclic or bicyclic, is optionally 
5 substituted with one or two substituents independently selected from Ci-6 alkyl, halo, 
hydroxyalkyl, hydroxy, keto, -ORlO, -SRiO or -N(RlO)2; 

R9 is selected from the group consisting of hydrogen, aryl, aryl(Ci^) alkyl, 
heteroaryl, heteroaryl(Ci-4)alkyl, C3-8cycloalkyl, C3.8cycloa]kyl(Ci-4)alkyl, and 
10 heterocyclyl(Ci_4)alkyl wherein said groups can be optionally substituted with one, 
two, or three substituents independently selected from halo, alkoxy or -S02R12; 

RlO is hydrogen or Ci-g alkyl 
Rl 1 is hydrogen or Ci.6 alkyl; 

R12 is hydrogen or Ci>6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo, alkoxy, cyano, -NRlO or -SRlO; 

Ra is hydrogen. Ci-6 alkyl, (Ci-6.alkyl)aryl, (Ci-g alkyl)hydroxyl, -0(Ci.6 alkyl), 
hydroxyl, halo, aryl, heteroaryl, C3.8 cycloalkyl, heterocyclyl, wherein said alkyl, 
aryl, heteroaryl, Cs-g cycloalkyl and heterocyclyl can be optionally substituted on 

either the carbon or the heteroatom with one, two, or three substituents independently 
selected from Ci^ alkyl or halo; 

Rb is hydrogen, Ci_6 alkyl, (Ci-6 alkyl)aryl, (Ci-6 alkyl)hydroxyl, alkoxyl, hydroxyl, 
halo, aryl, heteroaryl, C3_8 cycloalkyl, heterocyclyl, wherein said alkyl, aryl, 
heteroaryl, C3-8 cycloalkyl and heterocyclyl can be optionally substituted on either 

the carbon or the heteroatom with one, two, or three substituents independently 
selected from Ci-6 alkyl or halo; 

or Ra and Rb can be taken together with the carbon atom to which they are attached or 
are between them to form a C3-8 cycloalkyl ring or C3-8 heterocyclyl ring wherein 

said 3-8 membered ring system may be optionally substituted with one or two 
substituents independently selected from Ci-6 alkyl and halo; 
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Rc is hydrogen or Ci-g alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 

Rd is hydrogen or Ci-6 alkyi which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 
5 or Rc and Rd can be taken together with the nitrogen atom to which they are attached 
or are between them to form a C3-8 heterocyclyl ring which is optionally substituted 
with one or two substituents independently selected from C1.6 alkyl, halo 
hydroxyalkyl, hydroxy, alkoxy or keto; 

10 n is independently selected from an integer from one to three; 

each m is independently selected from an integer from zero to two; 

and the pharmaceuticaily acceptable salts, stereoisomers and N-oxide derivatives 

thereof. 

In an embodiment of the invention, Rl and R2 are each hydrogen. In 
15 another embodiment of the invention, Rl and R2, when on the same carbon atom, can 
be taken together with the carbon atom to which they are attached to form a 3-8 
membered cycloalkyl ring system wherein said ring system is optionally substituted 
with Ci-6 alkyl, hydroxyalkyl and halo. Examples of ring systems that can be formed 

include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl, A preferred 
20 embodiment is when cyclopropyl is formed. 

In another embodiment of the invention, Rl and R2 together with the 
carbon atom to which they are attached to form a 3-8 membered heterocyclyl ring 
system wherein said ring system is optionally substituted with C1.6 alkyl, 

hydroxyalkyl or haloalkyl. Examples of ring systems that can be formed include 
25 piperidinyl, pyrrolidinyl, or tetrahydropyranyl. 

In an embodiment of the invention, R3 and R4 are each independently 
Ci-4 alkyl or H. In a further embodiment of the invention R3 is isobutyl or n-propyl 
and R4 is H, more preferably R3 is n-propyl. 

In a further embodiment, r3 is Ci^ alkyl wherein said alkyl is 
30 substituted with C3-6 cycloalkyl or halo. Preferably, R3 is 2-fluoro-2-methylpropyl, 
2-trifluoromethylpropyI, 3-fluoro-2-(2-fluoromethyl)pn)pyl, 2,2-difluoroethyl, 2,2- 
difluoropropyl, 3,3,3-trifluoropropyl, or 2,2-dichloroethyl and is hydrogen. More 
preferably R3 is 2-fluoro-2-methylpropyl. 

In another embodiment of the invention, R3 and R4 taken together 
35 with the carbon atom to which they are attached to form C3-8 cycloalkyl ring, C5-8 
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cycloalkenyl ring, or five to seven membered heterocyclyl wherein said cycloalkyl, 
cycloalkenyl and heterocyclyl groups are optionally substituted with Ci-6 alkyl, halo, 

hydroxyalkyl, hydroxy, alkoxy or keto. Examples of ring systems that can be formed 
include, but are not limited to the following, keeping in mind that the heterocycle is 
5 optionally substituted with one or more substituents as described above: cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl. In a class of the embodiment 
cyclohexyl is formed. 

In an embodiment of the invention, R5 is Ci-6 alkyl substituted with 
1-6 halo and r6 is Ci-g alkyl substituted with 1-6 halo. In another embodiment of 

10 the invention, R5 is hydrogen and r6 is Ci-6 alkyl substituted with 1-6 halo. In a 
further embodiment, R5 is hydrogen and R6 is Ci-6 alkyl substituted with 1-6 fluoro. 
In a further embodiment, r5 is hydrogen and R6 is Ci-3 alkyl substituted with 3 
fluoro. In another embodiment, R5 is hydrogen and r6 is trifluoromethyl or 
3,3,3 ,2,2-pentafluoroethyl, more preferably R6 is trifluoromethyl. 

15 In another embodiment of the invention, R5 is hydrogen and R6 is aryl 

or heteoaryl, wherein said aryl and heteroaryl are optionally substituted with halo or - 
SO2RI2 

In another embodiment of this invention, Rl and R2 taken together 
with the carbon atom to which they are attached to form cyclopropyl, cyclobutyl, 

20 cyclopentyl, cyclohexyl and cycloheptyl, more preferably cyclopropyl; R3 is n-propyl, 
isobutyl, 2-fluoro-2-methylpropyl, 2-trifluoromethylpropyl, 3-fluoro-2-(2- 
fluoromethyl)propyl, 2,2-difluoroethyl, 2,2-difluoropropyl, 3,3,3-trifluoropropyl, or 
2,2-<iichloroethyl; R4 and R5 are hydrogen; and R6 is Ci-6 alkyl substituted with 1-6 
halo; preferably R6 is C1.3 alkyl substituted with 3 fluoro; more preferably, R6 is 

25 trifluoromethyl or 3,3,3,2,2-pentafluoroethyl, most preferably trifluoromethyl. Within 
this embodiment, a particularly preferred embodiment is that wherein n is 1. Another 
particularly preferred embodiment is that wherein n is 2. Yet another particularly 
preferred embodiments is that wherein n is 3. Preferably n is 1 where D is heteroaryl 
which is optionally substituted with halo or phenyl which is substituted with 

30 hydroxyalkyl, -COR^^ (where R'® is Ci-6 alkyl) or -SOaR*^ or D is phenyl which is 
optionally substituted with halo, -CONR^R** (where R* is hydrogen or Ci.6 alkyl, and 
R** is hydrogen, C1.6 alkyl, cycloalkyl or Ci-6 alkoxy or R* and R^ together with the 
nitrogen atom to which they are attached form heterocylyl wherein said heterocyclyl is 
optionally substituted with alkyl, hydroxyalkyl, or haloalkyl), -SOzR^^ (where R*^ is 

35 Ci-6 alkyl), -COOR^°, alkynyl optionally substituted with hydroxy or cycloalkyl. 
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alkenyl substituted with hydroxy, alkyl optionally substituted with hydroxy, -OR 
(where is aryl), -OR*^ -CR'^"*SC*^^*R^ (where R^ is aryl), -CH2S(aryl), cyano, 
-<:OR^orheteroaryI. 

Preferably, n is 2 and each D is phenyl wherein the second phenyl is 
5 attached at the 4-position of the first phenyl ring (phenyl attached to carbon carrying 
the R^ and R6 groups) and further wherein each phenyl is optionally substituted with 
one or two substituents independently selected from Ci.6 alkyl, halo, hydroxy, 
alkoxy, haloalkyl, haloalkoxy or -SOzR*^ (where R^^ is Ci-6 alkyl) and the second 
phenyl is additionally substituted with R7, More preferably, each D is phenyl wherein 
10 the second phenyl is attached at the 4-position of the first phenyl ring and the second 
phenyl is optionally substituted with R^ which is located at the 4-position of the 
phenyl ring and is -S02R*^ (where R'^ is Ci-6 alkyl which is optionally substituted 

with hydroxy or halo), -SOaNR^R^ (where R^ and R** are independently hydrogen or 
Ci-6 alkyl or R^ and together with the nitrogen atom to which they are attached 

15 form a heterocyclyl ring), -SR^^ (where R^^ is Ci-e alkyl), -SOR*^ (where R^^ is Ci,6 
alkyl), -NHCOR'^ (where R*® is Ci.6 alkyl), -NR*°R" (where R^^ and R" are Cue 
alkyl), -S02NHCOR^®, heteroaryl, halo, -COOR*® (where R'^ is hydrogen or Ci-6 
alkyl 1), -OR^ (where R^ is hydrogen or aryl), -OR^*^ (where R*^ is Ci.6 alkyl), aryl 
substituted with -S02R^^ (where R'^ is Ci-6 alkyl), cyano, haloalkyl, - 

20 C(R'°)(R")0H, Ci-6 alkyl optionally substituted with -OR^® and halo, COR^ (where 
R^ is aryl), -COR*°, or-NHSOzR^*^ (where R^® is Ci-6 alkyl) and additionally the 

second phenyl ring is optionally substituted with a second substitutent selected from 
Ci-6 alkyl, -CHO, -COOR^^ -COR^°, -NHCOR'®, halo, haloalkyl. -OR^^ (where R^^ 
is hydrogen or Ci-6 alkyl wherein said alkyl is optionally substituted with halo), - 

25 SO2NH2, -NHCOR^*^ (where R*° is Ci.6 alkyl), or -S02R^^ (where R^^ is Ci-ealkyl). 
More preferably,the second phenyl is substituted with with R? at the 4-position 
wherein R7 is -SOR^^, -SO2RI2 where Rl2 is Ci-ealkyl (preferably methyl) or - 
SOmNRCRd where Rc and Rd are independently hydrogen or alkyl or Rc and Rd 
together form heterocyclyl, and m is an integer firom zero to two. Preferably R7 is 

30 methylsulfonyl, N-methylaminosulfonyl, aminosulfonyl, or morpholin4-ylsulfonyL 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
R5 and R6 groups) is phenyl and the second D is heterocyclyl (preferably morpholin- 
4-yl, piperazin-l-yl or piperidin-4-yl) which is optionally substituted with cycloalkyl, 
35 heteroaryl, C1.6 alkyl or hydroxyalkyl, more preferably cyclopropyl, methyl, ethyl, or 



-13- 



wo 03/075836 



PCTAJS03/06147 



hydroxyethyl and said heterocyclyl ring is attached at the 4-position of the phenyl 
ring. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
R5 and R6 groups) is phenyl and the second D is heteroaryl which is substituted with 
5 one or two substituents independently selected from hydroxyalkyl, -S02R*^ (where 
R^^ is Ci-6 alkyl), Ci.6 alkyl, halo, haloalkyl, amino, or -OR'^. 

Preferably n is 3 wherein the first and the second Ds are phenyl and the 
third D is heterocyclyl and are optionally substituted as defined above. More 
preferably first and the second Ds are phenyl wherein the second phenyl is attached at 
10 the 4-position of the first phenyl and the heterocyclyl is morpholin-4-yl, pyrrolidin-l- 
yl, piperidin-l-yl, piperidin-4~yl or piperazin-l-yl which are substituted with R7. 
Preferably R^ is hydrogen, alkyl, hydroxyalkyl, haloalkyl, cycloalkyl, COOR*^ or - 
S02R^^ (where R^^ is Ci-6 alkyl). 

In another embodiment of this invention, Rl and R2 taken together 

15 with the carbon atom to which they are attached to form cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl and cycloheptyl, more preferably cyclopropyl; R3 and R4 
taken together with the carbon atom to which they are attached form C3-8 cycloalkyl 
ring, C5.8 cycloalkenyl ring, or five to seven membered heterocyclyl wherein said 
cycloalkyl, cycloalkenyl and heterocyclyl groups are optionally substituted with Ci-6 

20 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto. Examples of ring systems that can 
be formed include, but are not limited to the following, keeping in mind that the 
heterocycle is optionally substituted with one or more substituents as described above: 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, tetrahydrofuran-4-yl, 
piperidin'4-yl. Preferably R3 and R4 taken together with the carbon atom to which 

25 they are attached form cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, or 

cycloheptyl. A more preferred embodiment is when R3 and R4 taken together with 
the carbon atom to which they are attached form cyclohexyl is formed. Within this 
embodiment, a particularly preferred embodiment is that wherein R5 are hydrogen; 
and r6 is Ci-6 alkyl substituted with 1-6 halo; preferably R6 is C1.3 alkyl substituted 

30 with 3 fluoro; more preferably, R6 is trifluoromethyl or 3,3,3,2,2-pentafluoroethyl, 
most preferably trifluoromethyl. Within this embodiment, a particularly preferred 
embodiment is that wherein n is 1. Another particularly preferred embodiment is that 
wherein n is 2. Yet another particularly preferred embodiments is that wherein n is 3. 
Preferably n is 1 where D is heteroaryl which is optionally substituted with halo or 

35 phenyl with is substituted with hydroxyalkyl, -COR*° (where R*^ is C1.6 alkyl) or - 
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S02R*^ or D is phenyl which is optionally substituted with halo, -CONR^'R^ (where R^ 
is hydrogen or C 1-6 alkyl, and R^ is hydrogen, alkyJ, cycloalkyl or Ci-6 alkoxy 

or R^ and R^ together with the nitrogen atom to which they are attached form 
heterocylyl wherein said heterocyclyl is optionally substituted with alkyl or haloalkyl), 
5 -S02R'^ (where R*^ is Ci-6 alkyl), -C00R'°, alkynyl substituted with hydroxy, 

alkenyl substituted with hydroxy, alkyl optionally substituted with hydroxy, -OR*^, - 
CR^^"SC^*^^^R^ (where R' is aryl). -CH2S(aryI) -COR' or heteroaryl. 

Preferably, n is 2 and each D is phenyl wherein the second phenyl is 
attached at the 4-position of the first phenyl ring (phenyl attached to carbon carrying 
10 the R5 and R6 groups) and further wherein each phenyl is optionally substituted with 
one or two substituents independently selected from Ci-6 alkyl, halo, hydroxy, 

alkoxy, haloalkyl, haloalkoxy and the second phenyl is additionally substituted with 
R7. More preferably, each D is phenyl wherein the second phenyl is attached at the 4- 
position of the first phenyl ring and the second phenyl is optionally substituted with 

15 R^ which is located at the 4-position of the phenyl ring and is -SO2R12 (where R12 is 
Ci-6 alkyl which is optionally substituted with halo), -S02NR*'R** (where R*" and R" 
are independently hydrogen or Ci-g alkyl or R*^ and R** together with the nitrogen 
atom to which they are attached form a heterocyclyl ring), -SR^^ (where R*^ is Ci-6 
alkyl), -hfHCOR' (where r' is C1.6 alkyl), -NR'^' * (where R^^ and R" arc Ci^ 

20 alkyl), heteroaryl, halo. -COOR^^ (where R*^ is hydrogen or Ci-6 alkyl 1), -OR^ 
(where R^ is hydrogen or aryl), aryl substituted with --SOzR^^ (where R'^ is C1.6 
alkyl), cyano, haloalkyl, -CHO, -C(R^^)(R^^)OH, Ci-6 alkyl optionally substituted 
with ~0R'^ and halo, -COR^^ or -NHSOzR^^ (where R*^ is Ci_6 alkyl) and 
additionally the second phenyl ring is optionally substituted with a second substitutent 

25 selected from halo, haloalkyl, -OR^^ (where R^^ is hydrogen or Cl-6alkyl wherein 
said alkyl is optionally substituted with halo) or -SOaR*^ (where R'^ is Ci.6alkyl). 
More preferably,the second phenyl is substituted with with R7 at the 4-position 
wherein R^ is -SO2RI2 where Rl2 is Ci-ealkyl (preferably methyl) or -SOmNRCRd 
where Rc and Rd are independently hydrogen or alkyl or Rc and Rd together form 

30 heterocyclyl, and m is an integer from zero to two. Preferably R7 is methylsulfonyl, 
N-methylaminosulfonyl, aminosulfonyl, or morpholin-4-ylsulfonyl. 

Prefmbly, n is 2 where the first D (D attached to carbon carrying the 
R5 and R6 groups) is phenyl and the second D is heterocyclyl (preferably piperazin-1- 
yl or piperidin-4-yl) substituted with cycloalkyl, Ci-6 alkyl or hydroxyalkyl, more 
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preferably cyclopropyl, methyl, ethyl, or hydroxyethyl and said heterocyclyl ring is 
attached at the 4-position of the phenyl ring. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
R5 and r6 groups) is phenyl and the second D is heteroaryl which is substituted with 
5 one or two substituents independently selected from hydroxyalkyl, -SOaR^^ (where 
R^2 is Ci-e alkyl), Ci-6 alkyl. halo, or -OR*^. 

Preferably n is 3 wherein the first and the second Ds are phenyl and the 
third D is heterocyclyl and are optionally substituted as defined above. More 
preferably first and the second Ds are phenyl wherein the second phenyl is attached at 
10 the 4-position of the first phenyl and the heterocyclyl is moipholin-4-yl, pyrrolidin-1- 
yl, piperidin-l-yl, piperidin-4-yl or piperazin-l-yl which are substituted with R7. 
Preferably R7 is hydrogen, alkyl, hydroxyalkyl, haloalkyl or cycloalkyl. 

In another embodiment of the invention, R5 is hydrogen and R6 is aryl 
optionally substituted with one, two, or three substituents independently selected from 
halo, Ci-6 alkyl. Ci-6 haloalkyl, C3.6 cycloalkyl, haloaikoxy, -SR9, -SR12 -S0R9, - 
S0R12, -S02R9, -SO2RI2 .S02CH(R12)(R11), -0R12 .N(R10)(R11), cyano, or 

aryl which is optionally substituted with -S02R'^. More preferably phenyl 
substituted with Ci^alkyl, halo, haloalkyl, or haloaikoxy. Within this embodiment, a 
preferred embodiment is that wherein Rl and R2 are each hydrogen. Within this 
embodiment, another preferred embodiment is that wherein Rl and R2 taken together 
with the carbon atom to which they are attached to form a 3-8 membercd cycloalkyl or 
heterocyclyl ring system wherein said ring system is optionally substituted with Ci-g 

alkyl, hydroxyalkyl and halo. Preferable ring systems that can be formed include 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl, more preferably 
cyclopropyl. Within these preferred and more preferred embodiments, an even more 
preferred embodiment is that wherein R3 is C1-4 alkyl and R4 is H. Preferably, r3 is 

n-propyl or isobutyl and R4 is H. Within these preferred and more preferred 
embodiments, another even more preferred embodiment is that wherein R3 is 2- 
fluoro-2-methylpropyl, 2-trifluoromethylpropyl, 3-fluoro-2-(2-fluoromethyl)propyl, 
2,2-difluoroethyl, 2,2-difluoropropyl, 3,3,3-trifluoropropyl, or 2,2-dichloroethyl; and 
R4 is hydrogen. Within these preferred and more preferred embodiments, another 
even more preferred embodiment is that wherein R3 and R^can be taken together with 
the carbon atom to which they are attached to form C3-8 cycloalkyl ring, C5-8 

cycloalkenyl ring, or five to seven membered heterocyclyl wherein said cycloalkyl, 
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cycloalkenyl and heterocyclyl groups are optionally substituted with Ci-6 alkyi, halo, 
hydroxyalky], hydroxy, alkoxy or keto. Examples of ring systems that can be formed 
include, but are not limited to the following, keeping in mind that the heterocycle is 
optionally substituted with one or more substituents as described above: cyclopropyl, 
5 cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl. A preferred embodiment is 
when cyclohexyl is formed. 

Within this embodiment, a particularly preferred embodiment is that 
wherein n is 1. Another particularly preferred embodiment is that wherein n is 2. Yet 
another particularly preferred embodiments is that wherein n is 3. Preferably n is 1 
10 where D is heteroaryl which is optionally substituted with halo or phenyl with is 

substituted with hydroxyalkyl, -COR'^ (where R*^ is Ci-6 alkyl) or -S02R^^ or D is 

phenyl which is optionally substituted with halo, -CONR^R** (where R* is hydrogen or 
Ci-6 alkyl, and is hydrogen, Ci-6 alkyl, cycloalkyl or Ci-6 alkoxy or R^ and R^ 

together with the nitrogen atom to which they are attached form heterocylyl wherein 
15 said heterocyclyl is optionally substituted with alkyl or haloalkyl), -S02R^^ (where R^^ 
is Ci-6 alkyl), -COOR^^, alkynyl substituted with hydroxy, alkenyl substituted with 

hydroxy, alkyl optionally substituted with hydroxy, -OR^^, -CR^^^*SC^*^^^R^ (where 
R^ is aryl), -CH2S(aryl) -COR^ or heteroaryl. 

Preferably, n is 2 and each D is phenyl wherein the second phenyl is 
20 attached at the 4-position of the first phenyl ring (phenyl attached to carbon carrying 
the R^ and R6 groups) and further wherein each phenyl is optionally substituted with 
one or two substituents independently selected from Ci-g alkyl, halo, hydroxy, 

alkoxy, haloalkyl, haloalkoxy and the second phenyl is additionally substituted with 
R7, More preferably, each D is phenyl wherein the second phenyl is attached at the 4- 

25 position of the first phenyl ring and the second phenyl is optionally substituted with 
R^ which is located at the 4-position of the phenyl ring and is -SO2R12 (where R12 is 
C1.6 alkyl which is optionally substituted with halo), -S02NR''R'* (where R'^ and R"* 
are independently hydrogen or Ci-6 alkyl or and R^ together with the nitrogen 
atom to which they are attached form a heterocyclyl ring), -SR'^ (where R^^ is Ci-6 

30 alkyl), -NHCOR^ (where R' is Ci-6 alkyl), -NR*^" (where R'® and R" are Ci-6 
alkyl), heteroaryl, halo, -COOR^^ (where R*^ is hydrogen or C^6 alkyl 1), -OR^ 
(where R' is hydrogen or aryl), aryl substituted with -S02R*^ (where R^^ is Ci-6 
alkyl). cyano, haloalkyl, -CHO, -C(R^^(R* ^)0H, Ci-6 alkyl optionally substituted 
with -OR*® and halo, -COR^^ or -NHS02R*^ (where R'^ is Ci^ alkyl) and 
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additionally the second phenyl ring is optionally substituted with a second substitutent 
selected from halo, haloalkyl, -OR*^ (where R^^ is hydrogen or Cl-6alkyl wherein 
said alkyl is optionally substituted with halo) or -S02R^^ (where R^^ is Ci. 
6alkyl).More preferably,the second phenyl is substituted with with R7 at the 4-position 
5 wherein R7 is -SO2RI2 where Rl2 is Ci^alkyl (preferably methyl) or -SOmNRCRd 
where Rc and Rd are independently hydrogen or alkyl or Rc and Rd together form 
heterocyclyl, and m is an integer from zero to two. Preferably R7 is methylsulfonyl, 
N-methylaminosulfonyl, aminosulfonyl, or morpholin-4-ylsulfonyl. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
10 R5 and R6 groups) is phenyl and the second D is heterocyclyl (preferably piperazin-l- 
yl or piperidin-4-yl) substituted with cycloalkyi, Ci-6 alkyl or hydroxyalkyi, more 

preferably cyclopropyl, methyl, ethyl, or hydroxyethyl and said heterocyclyl ring is 
attached at the 4-position of the phenyl ring. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
15 R5 and R6 groups) is phenyl and the second D is heteroaryl which is substituted with 
one or two substituents independently selected from hydroxyalkyi, -S02R^^ (where 
R*^ is Ci-6 alkyl). Ci-6 alkyl, halo, or -OR^^ 

Preferably n is 3 wherein the first and the second Ds are phenyl and the 
third D is heterocyclyl and are optionally substituted as defined above. More 
20 preferably first and the second Ds are phenyl wherein the second phenyl is attached at 
the 4-position of the first phenyl and the heterocyclyl is morpholin-4-yl, pyrrolidin-1- 
yl, piperidin-l-yl, piperidin-4-yl or piperazin-l-yl which are substituted with R7. 
Preferably r7 is hydrogen, alkyl, hydroxyalkyi, haloalkyl or cycloalkyi. 

25 In an embodiment of the invention, R5 is hydrogen and R6 is 

heteroaryl optionally substituted with Cl-6alkyl, halo, haloalkyl, or haloalkoxy. 
Preferably, R6 is thiazolyl, pyridinyl, tetrazolyl, thienyl, or furanyl. optionally 
substituted with C1-4 alkyl or halo. Within this embodiment, a preferred embodiment 

is that wherein Rl and R2 are each hydrogen. Within this embodiment, another 
30 preferred embodiment is that wherein Rl and R2 taken together with the carbon atom 
to which they are attached to form a 3-8 membered cycloalkyi or heterocyclyl ring 
system wherein said ring system is optionally substituted with Ci-6 alkyl, 

hydroxyalkyi and halo. Preferable ring systems that can be formed include 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl, more preferably 
35 cyclopropyl. Within these preferred and more preferred embodiments, an even more 
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preferred embodiment is that wherein r3 is C1-4 alkyl and R4 is H. Preferably, R3 is 
n-propyl or isobutyl and R4 is H. Within these preferred and more preferred 
embodiments, another even more preferred embodiment is that wherein R3 is 2- 
fluoro-2-methyIpropyl, 2-trifluoromethylpropyl, 3-fluoro-2-(2-fluoromethyl)propyl, 
5 2,2-difluoroethyl, 2,2-difluoropropyl, 3,3,3-trifluoropropyl, or 2,2-dichloroethyl; and 
R4 is hydrogen. Within these preferred and more preferred embodiments, another 
even more preferred embodiment is that wherein R3 and R4can be taken together with 
the carbon atom to which they are attached to form C3-.8 cycloalkyl ring, C5-8 

cycloalkenyl ring, or five to seven membered heterocyclyl wherein said cycloalkyl, 
10 cycloalkenyl and heterocyclyl groups are optionally substituted with Ci-6 alkyl, halo, 

hydroxyalkyU hydroxy, alkoxy or keto. Examples of ring systems that can be formed 
include, but are not limited to the following, keeping in mind that the heterocycle is 
optionally substituted with one or more substituents as described above: cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl. A preferred embodiment is 

15 when cyclohexyl is formed. 

Within this embodiment, a particularly preferred embodiment is that 
wherein n is 1. Another particularly preferred embodiment is that wherein n is 2. Yet 
another particularly preferred embodiments is that wherein n is 3. Preferably n is 1 
where D is heteroaryl which is optionally substituted with halo or phenyl with is 

20 substituted with hydroxyalkyi, -COR*^ (where R*° is Ci-6 alkyl) or -S02R'^ or D is 

phenyl which is optionally substituted with halo, -CONR^R** (where R" is hydrogen or 
Ci-6 alkyl, and R** is hydrogen, Ci^ alkyl, cycloalkyl or Ci-6 alkoxy or R* and R*^ 

together with the nitrogen atom to which they are attached form heterocylyl wherein 
said heterocyclyl is optionally substituted with alkyl or haloalkyl), -S02R^^ (where R^^ 
25 is Ci-6 alkyl), -COOR*°, alkynyl substituted with hydroxy, alkenyl substituted with 

hydroxy, alkyl optionally substituted with hydroxy, -OR^^ -CR^^'^SC^^^^R^ (where 
R^ is aryl), -CH2S(aryl) -COR^ or heteroaryl. 

Preferably, n is 2 and each D is phenyl wherein the second phenyl is 
attached at the 4-position of the first phenyl ring (phenyl attached to carbon carrying 
30 the r5 and r6 groups) and further wherein each phenyl is optionally substituted with 
one or two substituents independently selected from Ci-g alkyl, halo, hydroxy, 

alkoxy, haloalkyl, haloalkoxy and the second phenyl is additionally substituted with 
R7. More preferably, each D is phenyl wherein the second phenyl is attached at the 4- 
position of the first phenyl ring and the second phenyl is optionally substituted with 



-19- 



wo 03/075836 



PCT/US03/06147 



which is located at the 4-position of the phenyl ring and is -SO2R12 (where R12 is 
Cl-6 alkyl which is optionally substituted with halo), -S02NR''R** (where R"" and R"* 
are independently hydrogen or Ci-6 alkyl or R^ and R*^ together with the nitrogen 
atom to which they are attached form a heterocyclyl ring), -SR^^ (where R^^ is Ci-e 
5 alkyl), -NHCOR^ (where R^ is C1.6 alkyl), -NR*^" (where R'*^ and R" are Ci-6 
alkyl), heteroaryl, halo, -COOR^° (where R^*^ is hydrogen or Cl.6 alkyl 1), -OR^ 
(where R^ is hydrogen or aryl), aryl substituted with -SOaR'^ (where R'^ is Ci-6 ' 
alkyl), cyano, haloalkyl, -CHO, -C(R'^(R*')0H, C1.6 alkyl optionally substituted 
with -0R'° and halo, -COR*^ or-NHSOaR*^ (where R*^ is Ci-6 alkyl) and 

10 additionally the second phenyl ring is optionally substituted with a second substitutent 
selected from halo, haloalkyl, -OR*^ (where R^^ is hydrogen or Cl-6alkyl wherein 
said alkyl is optionally substituted with halo) or -S02R^^ (where R^^ is Ci^alkyl). 
More preferably,the second phenyl is substituted with with R7 at the 4-position 
wherein R7 is -SO2RI2 where Rl2 is Ci^alkyl (preferably methyl) or -SOmNRCRd 

15 where Rc and Rd are independently hydrogen or alkyl or Rc and Rd together form 
heterocyclyl, and m is an integer from zero to two. Preferably R7 is methylsulfonyl, 
N-methylaminosulfonyl, aminosulfonyl, or morpholin-4-ylsulfonyl. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
R5 and R6 groups) is phenyl and the second D is heterocyclyl (preferably piperazin-l- 

20 yl or piperidin-4-yl) substituted with cycloalkyl, Ci-6 alkyl or hydroxyalkyl, more 

preferably cyclopropyl, methyl, ediyl, or hydroxyethyl and said heterocyclyl ring is 
attached at the 4-position of the phenyl ring. 

Preferably, n is 2 where the first D (D attached to carbon carrying the 
R5 and R6 groups) is phenyl and the second D is heteroaryl which is substituted with 
25 one or two substituents independently selected from hydroxyalkyl, -S02R*^ (where 
R^^ is C1.6 alkyl), Ci-e alkyl, halo, or -0R'°. 

Preferably n is 3 wherein the first and the second Ds are phenyl and the 
third D is heterocyclyl and are optionally substituted as defined above. More 
preferably first and the second Ds are phenyl wherein the second phenyl is attached at 
30 the 4-position of the first phenyl and the heterocyclyl is morpholin-4-yl, pyrrolidin-l- 
yl, piperidin-l-yl, piperidin-4-yI or piperazin-l-yl which are substituted with R7. 
Preferably R7 is hydrogen, alkyl, hydroxyalkyl, haloalkyl or cycloalkyl. 

In an embodiment of the invention, r4 and R8 or can be taken together 
35 with any of the atoms to which they may be attached or are between them to form a 4- 
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10 



15 



20 



10 membered heterocyclyl ring system wherein said ring system, which may be 
monocyclic or bicyclic, is optionally substituted with Ci-g alkyl, halo, hydroxyalkyl, 
hydroxy, keto, -ORlO, -SRlO or -N(RlO)2. !„ a further embodiment of the invention, 
R4 and R8 are defined such that they can be taken together with the nitrogen to which 
they are attached to form a monocyclic or bicyclic heterocyclyl with 5-7 members in 
each ring and optionally containing, in addition to the nitrogen, 1 or 2 additional 
heteroatoms selected from N, O and S, said heterocycle optionally substituted with 
one or more substituents selected from Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, keto, 
.ORlO, -SRlO or -N(RlO)2. In a further example, R4 and R8 are defined such that 
they can be taken together with the nitrogen to which they are attached to form a 5 or 
6 membered heterocyclyl ring system. Examples of the heterocycles that can thus be 
formed include, but are not limited five or six membered rings containing at least one 
nitrogen, which is optionally substituted with one or more substituents as described 
above. A preferred embodiment is when optionally substituted pyrolidinyl is formed. 

In an embodiment of the invention, R^ and Rb are defined such that 
they can be taken together with the carbon or nitrogen to which they are attached to 
form a monocyclic or bicyclic carbocycle or heterocycle with 5-7 members in each 
ring. The heterocycle can optionally contain, in addition to the nitrogen, 1 or 2 
additional heteroatoms selected from N, O and S. Said carbocycle and heterocycle 
can be optionally substituted with one or more substituents selected from Ci.6 alkyl 

and halo. 

Reference to the preferred embodiments set forth above is meant to 
include all combinations of particular and preferred groups unless stated otherwise. 

Another embodiment of the present invention encompasses a process 
for preparing compounds of the present invention, comprising: 
(i) reacting a compound of formula (a): 




(a) 
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where R*-R^ and D are as defined as above, is an integer from 1-3, and X is halo, 
with a compound of formula (b): 



where is as defined as above, n2 is an integer from 0 to 2 provided that n^ and n2 
together are an integer from 1-3, and Y is boronic acid or 4,4,5 ,5-tetramethyl- 1,3,2- 
dioxaborolan-2-yl; or 

(ii) reacting a compound of formula (c): 



where R -R , n, and D are as defined as above and Z is hydroxy, halo, or succinimido 
ester with a compound of formula (d): 



or a salt thereof where and R^ are as defined as above; 

20 (iii) optionally modifying any of the R^-R^and D groups; 

(iv) optionally treating a compound of formula (I), prepared in Steps (i) -(iii) above, 
with an acid to provide a corresponding acid addition salt; 

25 (v) optionally treating a compound of formula (I), prepared in Steps (i) - (iii) above, 
with a base to provide a corresponding free base; and 



R— (D)n2-Y 

(b) 




(c) 
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(vi) optionally separating a mixture of stereoisomers of a compound of formula (I) 
prepared in Steps (i), (ii), (iii), (iv), or (v) above, to provide a single stereoisomer. 

Embodied by the present invention are methods for treating disorders 
related to abnormal bone resoprtion. Such disorders include, but are not limited to, 
5 osteoporosis, glucocorticoid induced osteoporosis, Paget's disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
bone disease, hypercalcemia of malignancy, and multiple myeloma. A preferred 
embodiment includes methods for treating osteoporosis and metastatic bone disease. 
10 A more preferred embodiment includes methods for treating osteoporosis. 

Representative compounds of the present invention are disclosed in 
Tables I-IV below: 

Compound of Formula I where R\ R^. R^ R^, and R^ are hydrogen are 
shown in Table I below: 



15 



Re R'* 




Stereochem 
at (*C,**C) 




R** 


-(D)„-R' 


RS,S 


2-methylpropyl 


CF3 


phenyl 


RS,S 


2-inethyIpropyl 


CF, 


4*-(4-tert-butoxycarbonylpiperazin-l-yl)- 
biphen-4-yl 


RS,S 


2-methylpropyl 


CPs 


4'-(piperazin-l-yl)biphen-4-yl 


RS.S 


2-methylpropyl 


CPs 


4'-[4-(2-hydroxyethyl)piperazin-l-yl]-biphen- 
4-yl 


RS,S 


2-methylpropyl 


CPs 


4'-[4-(2-hydroxy-2-methylpropyl)-piperazin- 
l-yl]-biphen-4-yl 


RS,R 


2-methylpropyl 


CP3 


4-bromophenyl 


RS,R 


2-methylpropyl 


CPs 


4' -methylsulfonylbiphen-4-yl 


RS,R 


2-methylpropyl 


CPs 


4'-morpholin-4-ylsulfonylbiphen-4-yl 


RS,R 


2-methyIpropyl 


CPs 


4* -N-methylaminosulfonylbiphen-4-yl 


R,S 


2-methylpropyl 


CF3 


4-pyridin-4-ylphenyl 


RS,S 


2-methylpropyl 


CP3 


4-N,N-dimethylaminocarbonylphenyl 


R,S 


2-methylpropyl 


CFj 


4-(pyridin-4-yl-l-N-oxide)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-[6-( 1-hydroxy- 1 -methylethyl) pyridin-3-yl- 
l-N-oxide]phenyl 


RS,S 


2-methylpropyl 


CP3 


4-(6-methylsulfonylpyridin-3-yl)-phenyl 
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Stereochem 

at (*C,**C) 




R" 


-(DVR' 


RS,S 


2-methylpropyl 


CF3 


4'-(methylsulfinyl)biphen-4-yl 


RS.S 


2-methylpropyl 


CF3 


4-morpholin-4-ylphenyl 


RS,S 


2-methylpropyl 


CF3 


4-piperazin- 1-ylphenyl 


RS.S 


2-methylpropyl 


2,4,6- 

trifluoro- 

phenyl 


4-broniophenyl 


RS,S 


2-methylpropyl 


CF3 


4-cyclopropylaininocarbonylphenyl 


RS,S 


2-methylpropyl 


CF3 


4'-methylthiobiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4-(2-inethylquinoIin-7-yl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-(lH-indol-5-yl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-carboxyphenyl 


RS,S 


2-methylpropyI 


CF3 


3 ' -acetylaminobiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4-piperidin-4-ylphenyl 


RS,S 


2-methylpropyl 


CF3 


4-(4-pyridin-2-ylpiperazin-l-yl)phenyl 


RS,S 


2-methylpropyl 


2,4,6- 

trifluoro- 

phenyl 


4-pyriclin-4-ylphenyl 


RS,S 


2-methylpropyl 


CF3 


4-[2-(4-methylpiperazin-l-yl)-l,3-thiazo]-4- 
yl]-phenyl 


RS,S 


2-methylpropyI 


CF3 


4-(4-ethylpiperazin- 1 -yl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4'-(4-(2-fluoroethyl)piperazin-l-yl)-biphen-4- 

yi 


RS,S 


2-methylpropyl 


CF3 


4-(4-methylpiperazin-l-yl-carbonyl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4'-dimethylaininobiphen-4-yl 


RS,S 


2-methyIpropyl 


CF3 


4-(piperazin-l -ylcarbonyl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-[4-(2-hydroxyethyl)piperazin-l-yl- 
carbonyl]phenyl 


R.S 


2-methylpropyl 


CF3 


4-[4-(2-fluoroethyl)pipera2in-l-yl- 
carbonyl]phenyl 


RS,S 


2-methylpropyl 


CF3 


4-[4-(2-hydroxy-2-methylpropyl)-piperazin-l- 
ylcarbonyl]phenyl 


R,S 


2-methylpropyl 


CF3 


4-cyanomethylaminocarbonylphenyl 


RS.RS 


cyclopropyl- 
methyl 


CF3 


4-bromophenyl 


RS,RS 


cyclopropylmet 
hyl 


CF3 


4-pyridin-4-ylphenyl 


s,s 


2-methylpropyl 


CF3 


4-morpholin-4-ylcarbonylphenyl 


RS,S 


2-methylpropyl 


CF3 


4'-(pyridin-4-yl)biphen-4-yl 


S,S 


2-methylpropyl 


CF3 


4-(2-methylpyridin-5-yl)phenyl 


RS,S 


2-methylpropyl 


CF3 


5-phenylthien-2-yl 


RS.S 


2-methylpropyl 


CF3 


4-quinolin-8-ylphenyl 


RS,S 


2-methylpropyl 


CF3 


biphen-4-yl 
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Stereochem 
at (*C,**C) 


R^ 


R*" 


-(D)„-R' 


S,S 


2-methylpropyl 


CF3 


4-pyridin-2-ylphenyl 


S,S 


2-methylpropyI 


CF3 


4-[3-(3-trifluoroinethylphenyl)-oxadiazol-5- 
yll-phenyl 


RS,S 


2-inethylpropyl 


CF3 


4' -(aminosulfonyl)bipheii-4-yl 


S,S 


2-methylpropyl 


CF3 


4' -(N-methyl-N-methoxyaminocarbonyl)- 
phenyl 


RS,S 


2-methylpropyl 


CF3 


4-(3-hydroxy-3-methylbut-l-ynyl)-phenyl 


S,S 


2-methyIpropyl 


CF3 


4-(trans-3-hydroxy-3-methylbut- 1 -enyl)phenyl 


R,S 


2-methylpropyl 


CF3 


4-(3-hydroxy-3-methylbutyI)phenyl 


s,s 


2-methylpropyl 


CF2CF3 


4-bromophenyl 


s,s 


2-methylpropyl 


CF2CF3 


4-pyridin-4-yIphenyl 


s,s 


2-methylpropyl 


CF3 


4-(2-methyl-l,3-thiazol-4-yl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-(3-tert-butyl- 1 ,2,4-triazin-5-yl)-phenyl 


S,S 


2-methylpropyl 


CF3 


4' -fluorobiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-methoxycarbonylphenyl 


s,s 


2-methylpropyl 


CF3 


4-(E-2-quinolin-2-ylethenyl)phenyl 


RS,S 


2-methylpropyl 


CF3 


3 ' -methylsulfonylbiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4'-carboxylbiphen-4-yl 


S,S 


2-methylpropyl 


CF2CF3 


4'-methylthiobiphen-4-yl 


R,S 


2-methyIpropyl 


CF3 


l,3'thia2ol-2-yl 


s,s 


2-methylpropyl 


CF3 


4*-methoxybiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4'-(N-methyl-N-inethoxyamiiio)-biphen-4-yl 


S,S 


2-methylpropyl 


CF3 


4-methoxyphenyl 


S,S 


2-methylpropyl 


CF2CF3 


4' -methylsulf onylbiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4-[2-(3-methylsulfonylphenyl)-l,3-thiazol-4- 
yljphenyl 


S,S 


2-methylpropyl 


CF3 


4-[2-(lH-pyrazol-4-yl)-l,3-thiazoM- 
yljphenyl 


S,S 


2-methyIpropyl 


CF3 


4-(4-methylsulfonylben2yl~thiomethyl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(3-inethyI-[l,2,4]oxadia2ol-5-yl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-(3-chloropyridin-6-yl)-phenyl 


s,s 


2-methylpropyl 


CF3 


3'-aminosulfonyl-4'-broniobiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


3 ' -methylsulfonyl-4*-bromobiphen-4-yl 


S.S 


2-methylpropyl 


CF3 


4-phenoxyphenyl 


S.S 


2-methylpropyl 


CF3 


4- [3-(5-broinopyridin-3-yl)-[ 1 ,2,4]oxadiazol- 

5- yl]-phenyl 


S.S 


2-methylpropyl 


CF3 


4-(phenylthiomethyl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-(benzoyl)phenyl 


s,s 


2-methylpropyl 


CF3 


4' -bromobiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4' -[4-methylsulf onylpiperazin- 1 -yl]-biphen-4- 
yi 


s,s 


2-methylpropyl | CF3 


4-(4-chloropyridin-3-yI)-phenyl 
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Stereochem 
at (*C **C) 




R" 


-(D)„-R' 


S,S 


2-methylpropyl 


CF3 


4'-acetylamino-2'-methylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4'-trifluoromethylsulfonylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(4-fluoroben2oylaminomethyl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-(thien-2-ylcarbonyl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-methylsulfonylphenyl 


s,s 


2-methylpropy] 


CF3 


4-( 1 ,3-thia2ol-2-ylcarbonyl)-phenyl 


S.S 


2-methylpropyl 


CF3 


4-(6-methoxypyridin-3-yl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-(6-methoxypyridin-2-yl)-phenyl 


S.S 


2-methylpropyl 


CF3 


4-ethylsulfonylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(3-(2-chloro-6-fluorophenyl)-5-methyl- 
isoxazol-4-ylcarbonyl-aminomethyI)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(cis-2-(4-methylsulfonylphenyl)-ethenyl)- 
phenyl 


s,s 


2-methylpropyl 


CF3 


4-{9-chloro-3-methyl-4-oxo-isoxazolo[4,3-c]- 
quinolin-5(H)ylmethyl)phenyl 


s,s 


2-methylpropyl 


CF3 


4'-methoxy-3'-methylsulfonyl-biphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


3-bromophenyl 


s,s 


2-methylpropyl 


CF3 


4'-(4-methylsulfonylphenyl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4'-(4-isopropylsulfonylphenyl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4' -methyl sulfonyl-2 ' -(4-chloro-phenyl)- 
biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4' -methylsulf onyl-2' -methoxy-biphen-4-yl 


S.S 


2-methylpropyl 


CF3 


4-(4-bromo-l ,3-thiazol-2-yl)-phenyl 


s,s 


2-methylpropyl 


CF3 


2 ' -chloro-4' -methylsulf onyl- 
biphen-4-yl 


s,s 


1-methyl- 

cyclopropyl- 

methyl 


CF3 


4-bromophenyl 


s,s 


1-methyl- 

cyclopropyl- 

methyl 


CF3 


4' -methylsulfonylbiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


2-bromothien-5-yl 


s,s 


2-methylpropyl 


CF3 


4-thien-3-ylphenyl 


s,s 


2-methylpropyl 


CF3 


4-pyridin-2-ylphenyl 


s,s 


2-methylpropyl 


CF3 


4-(4-methylpyridin-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


2'-fluorobiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(3,5-dimethylisoxazoM-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4'-hydroxymethylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4'-cyanobiphen-4-yI 


s,s 


2-methylpropyl 


CF3 


3 ' ,4' -difluorobiphen-4-yl 


S.S 


2-methylpropyl 


CF3 


2'-methoxycarbonylbiphen-4-yl 


s,s 


2-methylpropyI 


CF3 


3 ' -methoxycarbonylbiphen-4-yl 
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Stereochem 
at (*C,**C) 


R' 


R" 


-(D)n-R' 


S,S 


2-inethylpropyl 


CF3 


3\4'-dimethoxybiphen-4-yl 


S,S 


2-methylpropyl 


CF3 


2'-trifluoromethylbiphen-4-yl 


S,S 


2-methylpropyl 


CF3 


3 ' ,4' -dichlorobiphen-4-yl 


S.S 


2-methylpropyl 


CF3 


3' -formylbiphen-4-yl 


S,S 


2-inethylpropyl 


CFb 


4-(2-oxo-2,3-dihydlrobenzothiazol-6-yl)- 
phenyl 


S,S 


2-methylpropyl 


CF3 


4-(5-bromopyridin-3-yI )phenyl 


S,S 


2-methylpropyl 


CFs 


4'-trifluoromethoxybiphen-4-yl 


S,S 


2-methylpropyl 


CF3 


4-(lH-indol-4-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(pyrimidin-5-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(quinolin-3-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(l ,3-thiazol-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4*-methoxycarbonylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(pyrimidin-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(3-methylpyridin-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(furan-3-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(pyridin-3-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4'-(morpholin-4-ylsulfonyl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(trans-2-methylsulfonylphenyl-ethenyl)- 
phenyl 


s,s 


2-methylpropyl 


CF3 


biphen-4-yl 


R,S 


2-methylpropyl 


CF3 


4' -methylsulf onylbiphen-4-yl 


s,s 


2-methylpropyI 


CF3 


4-bromobiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-pyridin-4-ylphenyl 


s,s 


2-methylpropyl 


CF3 


4' -(pyridin-4-yl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4' -methylthiobiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4' -methylsulfonylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4-(3-hydroxy-3-methylbutenyl)phenyl 


s,s 


2-methylpropyI 


CF3 


4-(3-hydroxy-3-methylbutyl)phenyl 


s,s 


2-methylpropy] 


CF3 


4' -aminosulfonylbiphen-4-yl 


RS,S 


2-methylpropyl 


CF3 


4' -piperazin- 1 -ylbiphen-4-yl 


R,S 


2-methylpropyl 


CF3 


4-cyanomethylaminocarbonylphenyl 


RS,S 


2-methylpropyl 


CF3 


4-(4-(2-fluoroethyl)pipera2in-l -yl- 
carbonyl)phenyl 


RS,S 


2-methylpropyl 


CF3 


4-(4-methylpiperazin-l-yIcarbonyl)-phenyl 


s,s 


2-methylpropyl 


CF3 


4-(pyridin-3-yl-N-oxide)phenyl 


RS,S 


2-methylpropyl 


CF3 


4' -(piperazin- 1 -yl)biphen-4-yl 


S,S 


2-methylpropyl 


thien-2-yl 


4-bromophenyl 


R,S 


2-methylpropyl 


4-trifluoro- 

methoxy- 

phenyl 


4-bromophenyl 


S,S 


2-methylpropyl 


4-trifluoro- 


4' -methylsulfonylbiphen-4-yl 
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Xv 


JX 








nhpTivl 
piiwii yi 




S S 


^ -TTi p t h vl n r\v 1 


fhipn-2-vl 


4.' -TTiPthvl CI il ffMivlHi rfchPTi •d.^vl 
■T iiiwuiyiouii viiy iLii)^i Jvii^T y 1 


S.S 


2-methylpropyl 


thien-2-yl 


4' -(tert-butoxycarbonylpiperazin- 1 -yl)biphen- 

4-vl 
^ yi 


s,s 


2-methylpropyl 


thien-2-yl 


4'-piperazin- 1 -ylbiphen-4-yl 




z.-iiicuiyiprupyi 


"nViPTi vl 


f -niciiiyiauiioijyiDipncn-*fr-yi 




— m t Vi vl T^m'n vl 
^ iiicuiyipiLFpyi 


■flirori-'^-vl 

i ui oil— .^yi 


4— r^f/^m r\r\ n pn \/l 
*T-U1 v/lllvJpilCIiyi 


s,s 


2-methylpropyI 


furan-2-yl 


4*-methylsulfonylbiphen-4-yl 


RS S 


n propyl 




*t- UlUl I njpi ICI I y 1 


RS,S 


n-propyl 


CF3 


4' -methylsuIfonylbiphen-4-yl 




^-liiciii y jpr upy i 


phenyl 


'T-uromopncnyi 




i«~iiicui yipropyi 


pliCIiyj 


f -inoinyisuiionyjDipncn-^-yi 


s,s 


n-propyl 




4' -methylsulfonylbiphen-4-yl 


RS,S 


n-propyl 




4' -(4-cyclopropylpiperazin- 1 -yl)-biphen-4-yl 




z-mcinyipropyi 


'f-cnioro- 
phenyl 


4-Dromopnenyi 


S.S 


2-methylpropyl 


4-chloro- 
pncnyi 


4' -methyl sulfonylbiphen-4-yl 




z-nicinyipropyi 


3-mdthyl- 
thien-2-yl 


— 

4-bromophenyI 




z-ineifiyipropyi 


inien-j-yi 


4-Dromopnenyi 


RS^S 


2-methylpropyl 


2,4- 

ajTiuoro- 
pnenyj 


4-bromophenyl 


s,s 


2-methylpropyl 


2,4- 

uinuoro- 
phenyl 


4'-methylsulfonylbiphen-4-yl 




^-iiicLiiyipiupyi 


Lnicn-j-yi 


-mcinyisuiionyiDipjien-*f-yi 


s,s 


2-methvloroDvl 


3-methvl- 
thien-2-yl 


4' -meth vl siilfon vlhi nhen-4-vl 


s,s 


2-methylpropyl 


3-methyl- 
thien-2-yl 


4' -(4-cyclopropylpiperazin- 1 -yl)-biphen-4-yl 


s,s 


2-methylpropyl 


thien-3-yl 


4'-(4-cyclopropylpipera2in-l-yl)-biphen-4-yl 


RS,S 


3,3,3-trifluoro- 
propyl 


CF3 


4-bromophenyl 


S,S 


3,3,3-trifluoro- 
propyl 


CF3 


4' -methylsulfonylbiphen-4-yl 


s,s 


2-methylpropyl 


furan-3-yl 


4' -methylsulfonylbiphen-4-yl 
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R" 


-(D)n-R' 


S,S 


2-methylpropyl 


4-bromo- 
thien-2-yl 


4-bromophenyl 


S,S 


2-methylpropyl 


4-(4-methyl- 
sulfonyl- 
phenyl)- 
thien-2-yl 


4'-methylsulfonylbiphen-4-yl 


S,S 


2-methylpropyl 


thien-3-yl 


4' -aminosulfonylbiphen-4-yl 


S,S 


n-propyl 


CF3 


4' -methylsulf onylbiphen-4-yl 


RS,S 


n-propyl 


pyridin-4-yl 


4-bromophenyl 


RS.S 


n-propyl 


thia2ol-2-yl 


4-bromophenyI 


s,s 


2-inethylpropyl 


lhiazol-2-yl 


4-bromophenyl 


s,s 


2-methylpropyl 


thiazol-2-yl 


4'-methylsulfonylbiphen-4-yl 


RS,S 


2-methylpropyl 


IH-tetrazol- 

5-yl 


4-bromophenyl 


S,S 


2-fluoro-2- 
methylpropyl 


CF3 


4'-methylsulfonylbiphen-4-yl 


S,S 


2S-trifluoro- 
methylpropyl 


CF3 


4*-methylsulfonylbiphen-4-yl 


s,s 


2S-trifluoro- 
methylpropyl 


CF3 


4'-:methylthiobiphen-4-yl 


s,s 


2-methylpropyl 


CF2CF3 


4-(6-methylpyridin-3-yl)phenyl 


s,s 


2-methyIpropyl 


CFs 


4' -(l-hydroxyethyl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


4'-(2,2,2-trifluoro-l-hydroxyethyl)biphen^-yl 


s,s 


2R-trifluoro- 

methylpropyl 


CFS 


4*-(methylsulfonyl)biphen-4-yl 


s,s 


2-methyIpropyl 


CF2CF3 


4-(l ,3-thiazol-2-yl)phenyl 


s,s 


2-raethylpropyl 


CF3 


4-(5-methyl-l,3-thiazol-2-yl)phenyl 


S.S 


2-methylpropyl 


CF3 


4-(4-methyl-l,3-thiazol-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(4,5-dimethyl-l,3-thiazol-2-yl)phenyl 


s,s 


2-methylpropyl 


CF2CF3 


4-(2-hydroxy-2-methylpropylsulfonyl)biphen- 
4-yl 



Compounds of Formula I where R* and together with the carbon atom to 
which they are attached form cyclopropyl, R"*, R^, and R* are hydrogen are shown in 
5 Table II below: 
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Iwl wV/wllWl 11 

at 

r*c **C) 


XX 












RS,S 


'^-methvlnrnnvl 


^-'i 3 


4-bromonheii vl 


s s 


^-met h vl nrnn vl 


CFri 
y^i 3 


4' -Tn6th vl snlfnn vl hinhftn-4— vl 


s s 


2-tneth vl nron v1 


3-methvl- 

^ iii&uijri 

thien-2-yl 


4-bromoT)henvl 

~ L/l WJIXvL/l IWI 1 Vl 


s s 


^-TnethvlnrnTivl 

^ iii^iii viL/i v/L/ yi 


'^-mpthvl- 

— / III&I.II Yl 

thien-2-vl 


4. ' - met h vl <ii 1 1 f on vl hi nh pn-.4«vl 


s,s 


n-propyl 


CF3 


4' -methylsulf onylbiphen-4-yl 


s,s 


n-oroovl 


v^-i 3 


4-brom onh en vl 

■ l-'l vyixiv/L/i 1W>11 T J 


s,s 


2-nieth vl oroo vl 


thien-3-vl 

uii\^ii ^ jri 


4-brornoohenvl 

VX V/llXVJ L^l ■ T J 


s,s 


2-methylpropyI 


thien-3-yl 


4' -methylsulf onylbiphen-4-yl 


s s 


n -nron vl 


CF^ 


4*-flminn^iilfinTi vlhinheTi-4-vl 


s s 


^-meth vlnron vl 


thien-3-vl 


4 ' -am i nn^i 1 1 finn vl hi nheii<-4-> vl 

~ mXlXlIV/OUlxVllljriLrx^lIwll^^ Jrl 


s,s 


n-ornnvl 


CF^ 


4' -methox v-3 ' -meth vl siil f on vl - 

• jiiwuiv//vy iiiwuii jr AouiA\/iiyi 

biphen-4-yl 


s,s 


n-oronvl 


CF^ 


4-f 2-meth vl nvri di n-4- vl ^nhen vl 


s,s 


3,3,3- 

trifluoropropyl 


CF^ 


4 ' -meth vl sul f on vl bi nhen -4- vl 

■ XXXWUI TXiJUXX\yil T XiyXiyilwIl T Tl 


s,s 


n-nroDvI 

It |-rlV/L/ 71 


CF^ 


4-^1 H-D vrazol - 3 - vl ^nh en vl 


s,s 


n-nronvl 


CF^ 


4' 1 -h vdrox V- 1 -meth vleth vl V 

1 ^x 1 1 y ui y — X mwii 1 YiwLi 1 y 1 f 

biDhen-4-vl 


s,s 


n-oroovl 


CF^ 


4- f 5 -meth vl 0 vri di n- 2- vl lohen vl 

> illWVt ■ T 1 T 1 l^Alll ^ T XyLfSlWll TX 


s,s 


n-oroovl 


CF^ 


4'-acetylbiphen-4-yl 


s,s 


n-propyl 


CF3 


2' ,4* -difluorobiphen-4-yl 


s,s 


n-nrnnvl 


CFn 
v^i 3 


3' 4'-difliiorohinhen-4-vl 

\xixxu\/xv^i./i^ii^ii~T^jrj 


s,s 


n-DroDvl 

11 uxviyjri 


CF^ 


3'-chloro-4' -fluorobinhen-4-vl 


s,s 


n-nroDvl 

■ ■ ^X w 1/ J « 


CF^ 


4*-methvlsiilfonvlamino- 

XllwU 1 T li9 VIX Vll T XCUllXllV/ 

biphen-4-yl 


s,s 


n-propyl 


CF^ 


4'-chlorobiphen-4-yl 


s,s 


n-DroDvl 


CF3 


4' -chloro-3 ' -mcthylbiphen-4-yl 


s,s 


n-propyl 


CF3 


4' -chloro-2' -methylbiphen-4-yl 


S.S 


n-DroDvl 

11 i^xvpjrx 


CF3 


4* -indol-5-yl phenyl 


s,s 


n-propyl 


CF3 


3' -methylsulfonylamino- 
biphen-4-yl 


s,s 


n-propyl 


CF3 


4*-fluorobiphen-4-yl 


s.s 


n-propyl 


CF3 


4'-fluoro-3'-niethylbiphen-4-yl 


s,s 


n-propyl 


CF3 


3 ' -fluoro-4' -methyl biphen-4-yl 


s,s 


n-propyl 


CF3 


4' -trifluoromethoxybiphen-4-yl 


s,s 


n-propyl 


CF3 


4'-methylbiphen-4-yl 


s.s 


n-propyl 


CF3 


4' -cyanobiphen-4-yl 


s.s 


n-propyl 


CFj 


4' -methoxybiphen-4-yl 


s,s 


n-propyl 


CF3 


4-(3,4-methylenedioxy- 
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V-i-'/n 














nfiPTi vl ^nh PT1 vl 


S S 


n-nrnnvl 




4 ' -m^fh ATC vra rhnn vl hi nhpn -4.- vl 


s,s 


2-methylpropyl 


thia2ol-2-yl 


4-bromophenyl 




n~propyi 




t "iiiiiUvJ ujiiciiiyiLfipiiC/ii— *T— yi 








^ -llii iuviiJlllcuiyil/ipilcil~'T-yi 


RS,S 


2-methylpropy1 


thiazol-2-yl 


2' ,4'-clifluorobiphen-4-yl 


RS,S 


2-inethylpropyl 


thiazol-2-yl 


4' -methylsulfonylbiphen-4-yl 


S,S 


2-methylpropyl 


4-bromo- 
thien-2-y] 


4-bromophenyl 


S.S 


2-methylpropyl 


CF3 


4-methylphenyl 


s,s 


2-methylpropyl 


CF3 


4-(lH-pyrazol-3-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(2-methyl- 1 ,3-oxazol-4- 
yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(2-methylpyridin-4-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(4-methylpyridin-3-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


3 ' -acetylbiphen-4-yl 




z-mcinyipropyi 


^J^3 


-nyuroAy- 1 -meinyicinyi^- 
pncnyjjpyiiQiii-z-yi 


s,s 


2-methylpropyl 


CF3 


4' -methoxy-3 ' -methylsulfonyl- 
ui pncn-'t-yi 


s,s 


2-methylpropyl 


CF3 


3'-aminosulfonyl-4*-methoxy- 

L/1 pi icii-*r-y 1 




z-meinyi propyl 




^--^o-mcinoA^rpyriQin- j-yi ypnenyi 




^-mcinyipropyi 


v^x^2^'^3 


*T-^j-iiicuiyjpyriu.iii-^-yi ^piiciiyi 




^-11 ic uiy ipi up jri 


PF, 


*T-v. J **icu lyiouiivinyipyriiiiii-^- 


s s 


"^-iTiPth vl nrnn vl 


PF^ 


S-iTiPthvlnvriHin-'^-vl^nh^iivl 
^^^•./-iiA^uiyjpyi luiii ^ yi yj^iiwiiyi 


s s 


meth vl oroo vl 


PF^ 


^ ' -mpth vl Qi 1 1 fnn vl hi nh pn vl 
*T i^i&uiyiouiiviiyAi^'ipiiwii^^ yi 


s,s 


2-fluoro-2- 
methvloroDvl 


CF3 


2'-methyl-4'-methylsulfonyl- 
binhen-4-vl 


s,s 


2-methylpropyl 


CF3 


5-(qui nolin-6-yl)pyridin-2-yl 


S.S 


2-methylpropyl 


CHF2 


4' -methylsulfonylbiphen-4-yl 


S.S 


2-methylpropyl 


CF2CF3 


4'-acetylbiphen-4-yl 


s,s 


2-methylpropyl 


CF3 


6-chloropyridin-3-yl 


s,s 


2-methylpropyl 


CF3 


5-(4-acetylphenyl)pyridin-2-yl 


S.S 


2-methylpropyl 


CF3 


6-(4-acetylphenyl)pyridin-3-yl 


s,s 


2-methylpropyl 


CF3 


5-(3-acetylphenyl)pyridin-2-yl 


s,s 


2-methylpropyl 


CF3 


5-[4-(l-hydroxyethyl)phenyl]- 
pyridin-2-yl 


S.S 


2-methylpropyl 


CF3 


4.[2-(lH-pyrazol-4-yl)-l,3-thia2ol- 
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4-yl]phenyl 


s,s 


2-methylpropyl 


CF3 


4-(2-metnyl-l ,3-unazol-4-yl)- 
phenyl 


s,s 


2-niethylpropyl 


CF3 


4-(2-methylpyridin^-yI)phenyl 


s,s 


2-niethylpropyl 


CF3 


4-(2-methylpyridin-3-yl)phenyl 


s,s 


2-fluoro-2- 
methylpropyl 


CF3 


3 ' -acetylbiphen-4-yl 


s,s 


2-fluoro-2- 
methylpropyl 


CF3 


4-(lH-pyrazoi-3-yl)phenyl 


c c 


2-methylpropyl 


CF3 


5-(4-metnylsu]rony]pnenyi)- 
pyridin-2-yl 


C C 


2-methylpropyl 


CF3 


4 -(l-nyoroxy-l-metnyletnyl)- 
biphen-4-yl 


c c 
5,5 


Zo-iniiuoro- 
methylpropyl 


or? 


4' -methyl sulfonyIbiphen-4-yl 


c c 

0,0 


Zo-tniluoro- 
mcthylpropyl 


CF3 


A^ ■ ■ .j-i_4It. ■ .lil-LJ J-l1t-1 J-1.1t.JT-.-L a « ft 

4 -metnyJtnioDipnen-4-yl 


s,s 


2-methylpropyl 


CF2CF3 


4-(6-methylpyriciin-3-yl)phenyl 


c c 


2-methylpropyl 


CF3 


4-(6-methylpyridin-3-yl)phenyl 


s,s 


2-methylpropyl 


CF2CF3 


4-( 1 -hydroxy- 1 -methylethyl)- 
biphen-4-yl 


s,s 


2-methylpropyl 


CF2CF3 


4'-methylsulfonylbiphen-4-yl 




2-methylpropyl 


CF2CF3 


4-(6-methoxypyridin-2-yl)phenyl 


s,s 


2R-trifluoro- 
methylpropyl 


CF3 


4' -methylsulfonylbiphen-4-yl 


s,s 


2-methylpropyI 


CF3 


4-( 1 ,3-thi azol-2-yl)phenyl 


s,s 


2-methylpropyl 


CF3 


4-(5-methyl- 1 ,3-thia2ol-2-yl)- 
phenyl 


s,s 


2-methylpropyl 


CF3 


4-(4-methyl- 1 ,3-thiazol-2-yl)- 
phenyl 


c c 
0,0 


2-fluoro-2- 

mcinyi propyl 


CF3 


4' -ethylsulfonylbiphen-4-yl 


s,s 


2-fluoro-2- 
methylpropyl 


CF3 


4-pyridin-3-ylphenyl 


s,s 


2-fluoro-2- 
methylpropyl 


CF3 


4'~methoxy-3'-methylsulfonyl- 
biphen-4-yl 


s.s 


2-methylpropyl 


CF3 


4' -(2-hydroxy-2-methyl- 
propylsuIfonvl)biphen-4-yl 


s,s 


2-methylpropyl 


CF3 


2'-methyl-4'-methylsulfonyl- 
biphen-4-yl 


s.s 


2-methylpropyl 


CF3 


4*-ethylsulfonylbiphen-4-yl 
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-(D)„-R' 


s,s 


2-fluoro-2- 
methylpropyl 


CFj 


4'-aininosulfonylbiphen-4-yl 



Compounds of Formula I where R and R together with the carbon atom to 
which they are attached form cyclohexyl, R*, R^, and are hydrogen are shown in 
Table m below: 

5 




Stereochem. 
at(*C) 


R^ 


R" 


-(D)„-R' 


RS 


H 


CF3 


phenyl 


RS 


H 


CF3 


4-bromophenyl 


RS 


H 


CF3 


4' -piperazin- 1 -yl)biphen-4-yl 



10 Compounds of Formula I where R* , R*, R^, and R^ are hydrogen are shown in 

Table IV below: 




Stereochem. 
at (*C, **C, 


R^ 


R^ 


R^ 


-(D)„-R' 


S,S,S 


methyl 


2-methyl- 
propyl 


CF3 


4' -methylsulf onylbiphen-4-yl 


S.S,S 


2-methylthioethyl 


2-methyl- 
propyl 


CF3 


4' -methylsulfonylbiphen-4-yl 


S,S,S 


2-methylsulfonyl- 
ethyl 


2-methyl- 
propyl 


CF3 


4' -methylsulfonylbiphen-4-yl 



-33- 



wo 03/075836 PCT/US03/06147 



Specific embodiments of the present invention include, but are not 

limited to: 

Nl-(l-cyanocyclopropyI)-4-fluoro- N2-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)- 
1,1 -biphenyl-4-yl]ethyl }-L-leucinamide; 

5 

Nl-(cyanomethyl)-N2-(2,2.2-trifluoro-l-phenylethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-fluoro-3-methylphenyl)ethyl]-L- 
leucinamide; 

10 

Nl-(cyanomethyl)-N2-[(lR)-2,2,2-trifluoro-l-(4-pyridin-3-ylphenyl)ethyIl-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2.2-trifluoro-l-(4-pyridin-3-ylphenyl)ethyl]-L- 
15 leucinamide; 

Nl-(cyanomethyl)-N2-[(lR)-2,2,2-trifluoro-l-(4-pyridin-4-ylphenyl)ethyl]-L- 
leucinamide; 

20 Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-ylphenyl)ethyl]-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lR>2,2,2-trifluoro-l-(4-{[4-(2-fluoroethyi)piperazin-l-- 
yl]carbonyl }phenyl)ethyl]-L-leucinamide; 

25 

N 1 -(cyanomethyl)-N2-[2,2,2-trifluoro- 1 -(4- { [4-(2-fluoroethyl)piperazin- 1 - 
yl]carbonyl } phenyl)ethyl]-L-leucinamide; 

N2-[ 1 -(1,1 -biphenyl-4-yl)-2,2,2-trifIuoroethyl]-Nl -(cyanomethyl)-L-leucinamide; 

30 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(3-hydroxy-3-methylbut-l- 
ynyl)phenyl]ethyl }-L-leucinaniide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-hydroxy-3- 
35 methylbutyl)phenyl]ethyl }-L-leucinamide; 
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N2.[(lS)-l-(4-bromophenyl)-2,23,33-pentafluoropropyl]-Nl-(cyanomethyl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,23»33-pentafluoro-l-(4-pyridin-4-ylphenyl)propyl]-L^ 
5 leucinamide; 

Nl<cyanomcthyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-fluoro-14*-biphenyM^^ 
leucinamide; 

10 Nl-(cyanomethyl>N2.((lS)-2.2,2-trifluoro-l-{4-[(lE)-3-hydroxy-3-methyIbu^ 
enyllphenyl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,33,3-pentafluoro-l-[4-(methylthio)-lJ-^^^ 
yl]propyl }-L-leucinamide; 

15 

Nl<cyanomethyl)-N2-{(lS)-2,2,33,3-pentafluoro-l-[4-(methylsulfonyl> 
biphenyM-yl]propyl } -L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-144-(l-oxidopyridinO-yl)phenyl^ 
20 L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(morpholin-4- 
ylcarbonyl)phenyl]ethyl } -L-leucinamide; 

25 Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4> 

{ [methoxy(methyl)aminolcarbonyl }phenyl)ethyl]-L-leucinamide; 

NlKcyanomethyl)-N2-[(lS)-2,2.2-trifluoro-l-(4-thien-3-ylphenyl)ethyl]-L- 
leucinamide; 

30 

Nl-(cyanomethyl>N2-{(lS)-2,2,2-trifluoro-l-[4-(4-methylpyridin-2-yl)phen^^ 
L-leucinamide; 
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N l-{cyanomethyl)-N2- { ( 1 S)-2,2,2-trifluoro- 1 -[4-(5-methylpyridin-2-yl)phen 
L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,24rifluoro-lK2-fluoro-lJ'-biphenyl-4-yl)ethy^ 
S leucinamide; 

Nl-(cyaiiomethyl)-N2-{(lS)-l-[4-(3,5-dimethylisoxazol-4-yl)phenyl]-2,2,2- 
trifluoroethyl } -L-leucinamide; 

10 Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(hydroxymethyl)-l^ 
yl]ethyl } -L-leucinamide; 

N2-[(lS)-l-(4'-cyano-l,l-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-{cyanomethyl)-L- 
leucinamide; 

15 

NlKcyanomethyl)-N2-[(lS)-l-(3\4-difluoro-14-biphenyl-4-yl)-2,2,2-trifluoroethyl]- 
L-leucinamide; 

4 -{ l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butyIarajno]-2,2,2-trifluoro-ethyl }- 
20 biphenyl-2-carboxylic acid methyl ester; 

4 -{ l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl )- 
biphenyl-3-carboxyIic acid methyl ester; 

25 Nl-(cyanomethyl)-N2-[(lS)-l-(3',4'-dimethoxy-l,l-biphenyl-4-yl)-2,2,2- 
trifluoroethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifIuoro-l-[2-(trifluoromethyl)-l,l-biphenyl-4- 
yl]ethyl } -L-leucinamide; 

30 

Nl-(cyanomethyl)-l^-[(lS>l-(3^4'-dichloro-14-biphenyl-4-yl)-2,2,2-trifluo 
L-leucinamide; 
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Nl.(cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-l-(3'-formyl44-biphenyl-4-^^ 
leucinamide; 

N 1 -(cyanoTnethyl)-N2- { ( 1 S)-2,2,2-trifluoro- 1 -[4-(2-oxo-2,3-dihyclro- 1 ,3- 
5 benzothiazol-6-yl)phenyl]ethyl } -L-leucinamide; 

N2- { ( 1 S)- 1 -[4-(5-bromopyridin-3 -yI)phenyl]-2,2,2-trifluoroethyl } -Nl -(cyanomethyl)- 
L-leucinamide; 

10 NlKcyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(trifluoromethoxy>l^ 
yljethyl ) -L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(lH-indol-4-yl)phenyl]e^^^ 
leucinamide; 

15 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyrimidin-5-ylphenyI)ethyl]-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-quinolin-3-ylphenyl)ethyl]-^^ 
20 leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(13-thiazol-2-yl)phenyl]e%^ 
leucinamide; 

25 4 - { l-[ 1 -(CyanomethyI-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl } - 
biphenyl-4-carboxylic acid methyl ester; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyrimidin-2-ylphenyI)^^^ 
leucinamide; 

30 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4.(3-methylpyridin-2-yl)phenyl]ethyl}- 
L-leucinamide; 
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Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[4-(3-furyl)phenyI]ethyI}-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2.2,2-trifluoro-l-{4-[3-(trifluoromethyl)pyridin-2- 
5 yl]phenyl}ethyl)-L-Ieucinainide; 

Nl-(cyanomethyl)-N2-((lS)-2,2,2-trifluon)-l-{4-[4-(trifluoromethyl)pyridin-2- . 
yl]phenyl }ethyl)-L-leucinamide; 

10 Nl-(cyanomethyl)-N2-((iS)-2,2,2-trifluoro-l-{4-[5-(trifluoromethyl)pyridin-2- 
yljphenyl } ethyl)-L-Ieucinainide; 

Nl-(cyanomethyl)-N2-[(lS)-2^,2-trifluoro-l-(3-methoxy-l,l-biphenyl-4-yl)ethyl]-I^ 
leucinamide; 

15 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(3-methoxy-l,l-biphenyl-4-yl)ethyl]-L- 
leucinamide; 

N2-{(lS)-144Hacetylainino)-3-fluoro-l,l'-biphenyl-4-yl]-2,2,2-trifluoroethyl}-Nl- 
20 (cyanomethyl)-L-leucinaniide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-inethylthien-2-yl)phenyl]ethyl}- 
L-leucinamide; 

25 Nl-(cyanoniethyl)-N2-[(lS)-2,2,2-trifluoro-l-(3-fluoro-l,l-biphenyl-4-yl)ethyl]-L- 
leucinamide; 

N2-{(lS)-l-[4-(5-acetylthien-2-yl)phenyI]-2,2,2-trifluoroethyl}-Nl-(cyanomethyl)-L- 
leucinamide; 

30 

N2-[(lS)-l-(3-acetyl-l,l-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyI)-l^ 
leucinamide; 
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Nl-(cyanomethyl)-N2-{(lS)-2.2,2-trifluoro-l-[3-(trifluoromethyl)-l,l-biphenyl-4- 
yljethyl }-L-leucinamide; 

Nl-(cyanomethyl>N2-[(lS)-2,2,2-trifluoro-l-(5-fluoro-2-methoxy-l,l-biphenyl-4-. 
5 yl)ethyl]-L-]eucinaniide; 

Nl-(cyanomethyI)-N2-[(lS)-l-(3\5'-difluoro-ia-biphenyl-4-yI)-2,2,2-trifluoroethyl]- 
L-leucinamide; 

10 Nl-(cyanoinethyl)-N2-[(lS)-2,2,2-trifluoro-l-(2'3',5'-trifluoro-l.l-biphenyl-4- 
yl)ethyI]-L-Ieucinamide; 

3-(4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylainino]-2,2,2-trifluoro-ethyl}- 
biphenyl-3-yI)-acrylic acid; 

15 

N2-{(lS)-l-[4-(9-anthryl)phenyl]-2,2,2-trifluoroethyIl-Nl-(cyanomethyl)-L- 
leucinamide; 

N2-[(iS)-l-(4'-benzoyl-l,l'-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-L- 
20 leucinamide; 

N2-[(lS)-l-(3'-acetyl-4'-hydroxy-l,r-biphenyl-4-yl>2,2.2-trifluoroethyl]-Nl- 
(cyanomethyl)-L-leucinamide; 

25 Nl-(cyanoniethyl)-N2-{(lS)-l-[2'-(cyanomethyl)-l,l-biphenyl-4-yl]-2,2> 
trifluoroethyl }-L-leucinamide; 

Nl-(cyanomethyl)-N2.{2,2,2-trifluoro-l-[4'-(methylsulfonyl)-l,r-biphenyl-4- 
yl]ethyl } -L-leucinamide; 

30 

Nl-(cyanomethyl)-l^-{2.2,2.trifluoro-l.(4'-(methylsulfinyl)-l.l-biphenyl-4- 
yl]ethyl } -L-leucinamide; 
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Nl-(cyanomethyI)-N2-[2,2,2-trifluoro-l-(4-morpholin-4-ylphenyI)ethyl]-L- 
leucinamide; 

Nl<cyanomethyl)-N2.{(lR)-2,2,2-trifluoro-l-[4-(6-methylpyridin-3- 
5 yl)phenyl]ethyl } -L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(6-methylpyridin-3-yI)^^ 
Lrleucinamide; 

10 Nl-(cyanomethyI)-N2-[2,2.2-trifluoro-l-(5-phenylthien-2-yl)ethyl]-I^ 

Nl -(cyanomethyl)-N2- [2,2,2-trifluoro- 1 -(4-quinolin-8-ylphenyl)ethyl]-L-leucinaniide; 

Nl-(cyanomethyl)-N2-[(lS)«2,2,2-trifluoro-l-(4-pyridin-2-ylphenyl)ethyl]-L- 
15 leucinamide; 

N2-. { 1 -[4 -(aminosulfonyl)- 1 , 1 -biphenyl-4-yi]-2,2,2-trifluoroethyl } -N 1- 
(cyanomethyl)-L-leucinamide; 

20 N2.{(lS>l-[4*-(aminosulfonyl)44-biphenyl-4-yl]-2,2,2-tri 
(cyanomethyO-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,24rifluoro-l-[4Hmethylsulfonyl)-14-bipte 
yl]ethyl }-L-leucinaiTiide; 

25 

Nl-(cyanomethyl)-N2-{ (lS)-2,2,2-trifluoro-l-[4 -(methylthio)-l ,1 -biphenyl-4- 
yl]ethyl ) -L-leucinamide; 

N2-[(lS)-l-(4-bromophenyl)-2,2,24rifIuoroethyl]-Nl-(cyanomethyl)-I^leucinam 

30 

Nl-(cyanomethyl)-N2-{(lR)-2,2,2-trifluoro-l-[4-(methylsulfony])-14-^^ 
yl]ethyl )-L-leucinamide; 



-40- 



wo 03/075836 PCT/US03/06147 



N 1 -(cyanomethyI)-N2- { ( 1 S)-2.2,2-trifluoro- 1 -[4 -(morpholin-4-ylsulfonyl)- 1,1- 
biphenyl-4-yl]ethyl )-L-leucinamide; 

N 1 -(cyanomethyl)-N2. { ( 1 S)-2,2,2-trifluoro-l -[4 -(isopropylsulfonyl)- 1 , 1 -biphenyM- 
5 yl]ethyl } -L-leucinamide; 

N2-{(iS)4-[4Haminosulfonyl)-14-biphenyl-4-yl]-2,2,2-trifluoro^ 
(cyanomethyl)-L-leucinamide; 

10 N2-((lS)-l-{4'-[(acetylamino)sulfonyl]-ia'-biphenyl-4-yU 
(cyanomethyO-L-leucinamide; 

Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[2-methyl-4Hmethylsulfo^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

15 

N2-[l-(5-bromothien-2-yl)-2,2,2-trifluoroethyl]-Nl-{cyanomethyl)-L-leucinamide; 

N2-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-L-leucinainid^ 

20 4-(4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluo 
biphenyl-4-yl)-piperazine-l-carboxylic acid tert-butyl ester, 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-piperazin-l-yI-l,r-biphenyl^ 
L-Ieucinamide; 

25 

N 1 -(cyanomethyl)-N2-(2,2,2-trifluoro- 1- { 4 -[4-(2-hydroxyethyl)piperazin- 1 -yll- 1,1- 
biphenyl-4-yl } ethyl)-L-leucinaniide; 

N 1 -(cyanomethyl)-N2-(2,2,2-trifluoro- 1 - { 4 - [4-(2-hydroxy-2-methylpropyl)piperazin- 
30 l-yl]-l,l -biphenyl-4-yl}ethyl)-L-leucinainide; 

NMcyanomethyl)-N2.(i-{4-[(dimethylamino)carbonyl]phenyl}-2,2,2-trifluoix>et^ 
L-leucinamide; 
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Nl-(cyanomethyl)-N2-[2,2.2-trifluoro-l-(4'-pipera2in-l-yl-l.l'-biphenyl-4-yl)ethyl]- 
L-leucinamide; 

Nl-(cyanomethyl)-N2-(l.{4-[(cyclopropylainino)carbonyl]phenyl}-2,2,2- 
5 trifluoroethyl)-L-Ieucinaniide; 

4-{ l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylainino]-2,2,2-trifluoro-ethyI }- 
benzoic acid; 

10 Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-{4'-[4-(2-fluoroethyl)piperazin-l-yl]-l,r- 
biphenyl-4-yl ) ethyl)-L-leucinainide; 

Nl-(cyanomethyI)-N2-(2,2,2-trifluoro-l-{4-[(4-methylpiperazin-l- 
yl)carbonyl]phenyl}ethyl)-L-leucinamide; 

15 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-{[4-(2-hydroxy-2-methylpropyl)piperazin- 
l-yl]cart)onyl}phenyI)ethyl]-L-leucinaraide; 

Nl-(cyanomethyl)-N2-{(lS)-2.2,2-trifluoro-l-[4-(2-methyI-l,3-thiazol-4- 
20 yl)phenyl]ethyl}-Heucinamide; 

N2-(l-[4-(3-tert-butyl-l,2,4-triazin-5-yI)phenyl]-2,2^-trifluoroethyI}-Nl- 
(cyanomethyl)-L-leucinainide; 

25 Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-{2-[3-(methylsulfonyl)phenyl]-l,3- 
thiazoI-4-yl } phenyl)ethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2,2.2-trifluorio-l-{4-[2-(lH-pyrazol-4-yl)-I,3-thiazol-4- 
yljphenyl }ethyl)-L-leucinainide; 

30 

Nl-(cyanomethy])-N2-(2,2.2-trifluoro-l-{4'-(4-(methylsulfonyl)piperazin-l-yI]-l,r- 
biphenyI-4-yl }ethyl)-L-leucinamide; 

N2-[l-(3-bromophenyl)-2.2,2-trifluoroethyl]-Nl-(cyanomethyl)-I^leucinamide; 
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Nl.(cyanomethyI)-N2-{2,2,2-trifluoro-l-[4Kmethylthio)-lJ-biphenylO-^ 
leucinamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(3-pyridin-4-yIphenyl)ethyl]-L^^ 

5 

Nl-(cyanomethyl)-N2.[2,2>trifluoro-l-(4-piperazin-l-yl44-biph^ 
L-leucinamide; 

Nl-(cyanomethyl)-N2.{2,2,2-trifluoro-l-[4-(methylsulfonyl)-iavbipheny^ 
10 yl]ethyl }-L-leucinamide; 

N-(cyanomethyl)-l-[(2,2,2-trifluoro-l-phenylethyl)amino]cyclohexanecarboxanu 

1 - { [ 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]amino ) -N- 
1 5 (cyanomethyl)cyclohexanecarboxamide; 

NKcyanomethyl)-l-{[2,2,2-trifluoithlK4-piperazin-l-yl-14-biphen^ 
yl)ethyI]ainino}cyclohexanecarboxaTnide; 

20 Nl-(cyanome%l)-N2.[2,2,2-trifluoro-l-(4-piperidin-4-ylphenyl)ethy^ 
leucinamide; 

Nl<cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(4-pyridin-2-ylpipei^^^^ 
yl)phenyl]ethyl } -L-leucinamide; 

25 

N2-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-3- 
cyclopropylalaninamide; 

Nl-(cyanomethyI)-3-cyclopropyl-N2-[2,2.2-trifluon)-l-(4-pyridin-4- 
30 ylphenyl)ethyl]alaninamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4'-pyridin-4-yl-14-bipheny^ 
leucinamide; 
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Nl-(cyanomethyl)-N2-[(lR)-2,2,2-trifluoro-l-(13-thiazol-2-yl)ethyl]-L4eucin 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro'lK4-methoxy-l,l-biphenyl-4-y^ 
leucinamide; 

5 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-methoxyphenyl)ethyl]-L- 
leucinamide; 

NlKcyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-yl-ia-bipheny^ 
10 yl)ethyl]-L-leucinaniide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-phenoxyphenyl)ethyl]-L- 
leucinamide; 

15 N2- [( 1 S)- 1 -(4 -bromo- 1 , 1 -biphenyl-4-yl)-2.2,2-trifluoroethyl]-Nl-(cyanomethyl)-L- 
leucinamide; 

N2-{(lS)-l-[4-(4-<:hloropyridin-3-yI)phenyl]-2,2,2-trifluon)ethyl}-Nl-(^^ 
L-leucinamide; 

20 

N2-{(lS)-l-[4Hacetylamino)-2'-methyl-ia'-biphenyl-4-yl]-2A^^ 
(cyanomethyl)-L-Ieucinamide; 

N2-[(lS)-l-(14-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-(cyanome^^^^^ 
25 leucinamide; 

N 1 -(cyanomethyl)-N2. { (1 S)-2,2,2-trifluoro- 1 - [4-(6-methoxypyridin-3- 
yl)phenyl]ethyl } -L-leucinamide; 

30 Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[4-(6-methoxypyridin-2- 
yl)phenyl]ethyl }-L-leucinamide; 

Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[4"-(methylsulfonyI)-ia 
terphenyl-4-yl]ethyl }-Ueucinamide; 
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N2-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-3-(l- 
methylcyclopropyI)-L-alaninamide; 

Nl-(cyanoniethyl)-3-(l-inethylcyclopropyl)-N2-{(lS)-2,2,2-trifluoro-l-[4'- 
5 (methylsuIfonyl)-l,r-biphenyl-4-yl]ethyl}-L-alaninamide; 

Nl-(cyanomethyl)-3-(I-inethylcyclopropyl)-N2-{(iS).2,2,2-trifluoro-l-[4- 
(methylthio)-l , 1 -biphenyl-4-yl]ethyl }-L-alaninamide; 

10 NlKcyanomethyl)-N2.[(iS)-2,2,2-trifluoro-l-(4-methyl-l.l'-biphenyl-4-yl)ethyl]-I^ 
leucinamide; 

N2-[(lS)-l-(4-acetyl-l,l-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-L- 
leucinamide; 

15 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4'-(hydroxymethyl)-l,l'-biphenyl-4- 
yl]ethyl } -L-leucinamide; 

N2-[l-(4-bromophenyl)-2,2,2-trifluoroethyll-Nl-(cyanomethyl)-D-leucinamide; 

20 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4'-(methylsulfonyl)-l,l'-biphenyl-4- 
yl]ethyl } -D-Ieucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4'-(morpholin-4-ylsulfonyl)-l,l'-biphenyl-4- 
25 yl]ethyl}-D-leucinamide; 

Nl-(cyanome%l)-N2-(2,2,2-trifluoro-l-{4-[(methyIamino)suIfonyl3-l,r-biphenyl-4- 
yl } ethyl)-D-leucinainide; 

30 Nl-(cyanomethyI)-N2-{(lR)-2,2,2-trifluoro-l-[4-(l-oxidopyridin-4-yl)phenyl]ethyl)- 
L-Ieucinamide; 

Nl-(cyanomethyI)-N2.{2,2,2-trifluoro-l-(4-(l-oxidopyridin-4-yl)phenyl]ethyl}-L- 
leucinamide; 
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N 1 Kcyanomethyl)-N2-(2,2,2-trifluoro- 1 -{ 4-[6-( 1 -hydroxy- l-methyle%^ 
oxidopyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

NlKcyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[6-(methylsulfonyl)pyridin-3- 
5 yljphenyl } ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro4-{4-(2-(4-methylpiperazin-l-yl> 
yl]phenyl }ethyl)-L-leucinamide; 

10 N2.[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl-(l-cyanocyclopropyI)-L- 
leucinamide; 

N 1 -(cyanomethyl)-N2-[2,2,2-trifluoro- 1 -(4-piperazin- 1 -ylphenyl)ethyl]-L- 
leucinamide; 

15 

N2-{ 1-[3 -(acetylamino)-l,l -biphenyl-4-yl]-2,2,2-trifluoroethy] }-Nl-(cyan^^^ 
L-leucinamide; 

N 1 -(cyanomethyl)-N2- { 2,2,2-trifluoro- 1 -[4-(4-propylpiperazin- l-yl)phenyl]ethyl } -L- 
20 leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(piperazin-l-ylcarbonyl)phenyl]ethyl^ 
leucinamide; 

25 N 1 -(cyanomethyl)-N2.[2,2,2-trifIuorO' 1 -(4- { [4-(2-hydroxyethyl)piperazin- 1 - 
yljcarbonyl ) phenyl)ethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N24(lS)-2,2,2-trifluoro-l-(4-{343Ktrifluoromethyl)phenyl]-l,2 
oxadiazol-5-yl }phenyl)ethyl]-L-leucinamide; 

30 

4-{l-[l-(Cyanomethyl-cari)amoyl)-3-methyl-butylamino]-2,2;2-trifluon)-et^ 
benzoic acid methyl ester; 
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Nl-(cyanomethyl)-N2-((lS)-2,2,2-trifluoro-l-{4-[(E)-2-quinolin-2- 
ylethenyl]phenyl)ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-methyl-l,2,4-oxadiazol-5- 
5 yOphenyljethyl } -L-ieucinamide; 

N2^(lS)-l-{4-[3-(5-bromopyridin-3-yl)-l,2,4-oxadiazol-5-yl]phenyl}-2.2,2- 
trifluoroethyl)-N'-(cyanomethyl)-I^leucinainide; 

10 N24(lS)-l-(4-benzoylphenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-I^leucinaimde; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(thien-2-ylcarbonyl)phenyl]ethyl)-I^ 
leucinamide; 

15 Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(l,3-thiazoI-2- 
ylcarbonyl)phenyl]ethyl } -L-leucinamide; 

Nl-(cyanomethyl)-N2.[(iS).2^,2-trifluoro-l-(4-{(Z)-2-[4- 
(inethylsulfonyl)phenyl]ethen>1}phenyl)ethyI]-I^leucinanude; 

20 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluo«)-l-(4-{(E)-2-[4- 
(inethylsulfonyl)phenyl]ethenyl}phenyl)ethyll-L-leucinaiiiide; 

Nl-(cyanomethyl)-N2-[(iS)-2,2,2-trifluoro-l-(4-isobutyrylphenyl)ethyl]-L- 
25 leucinamide; 

N2-{ ( IS)- l-[4-(4-btomo-l ,3-thiazol-2-yI)phenyl]-2,2,2-trinuoroethyl } -N 1- 
(cyanoinethyl)-I^Ieucinamide; 

30 Nl -(cyanomethyl)-N2.[( lS)-l-(4-cyanophenyI)-2,2,2-trifluoK)ethyI]-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-l-(4-ethynylphenyl)-2,2,2-trifluoroethyl]-L-leucinamide; 
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Nl-(cyanomethyl)-N2.[(iS)-2,2,2-trifluoro-l-(2-fluoro-l,r-biphenyI-4-yl)ethyl]-I^ 
leucinamide; 

Nl -(cyanoinethyI)-N2.{ ( i S)-2,2,2-trifluoro-l -[4-(l ,3-thiazol-2-yl)phenyl]ethyl } -L- 
S leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(methylthio)-l,r-biphenyl-4-yliethyl}-L- 
leucinamide; 

10 Nl-(cyanomethyl)-N2-{2.2,2-trifluoro-l-[4-(2-methylquinolin-7-yl)phenyI]eth3i}-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(lH-indol-5-y])phenyl]ethyl}-l^ 
leucinamide; 

15 

Nl -(cyanomethyl)-N2-{ 1 -[4 -(dimethylamino)-l , 1 -biphenyI-4-yl]-2,2,2- 
trifluoroethyl }-L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-l.(4-{[(cyanomethyl)amino]carbonyl}phenyI)-2^,2- 
20 trifluoroethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lR).l-(4-{((cyanomethyl)amino]carbonyl}phenyl)-2,2,2- 
trifluoroethyl]-L-leucinamide; 

25 Nl-(cyanomethyl)-N2-{2.2,2-trifluoro-l-[3-(methylsulfonyl)-l,l'-biphenyl-4- 
yljethyl ) -L-leucinamide; 

4'-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2.2-trifluoro-ethyl}- 
biphenyl-4-caiboxylic acid; 

30 

4'-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butyIamino]-2,2^-trifluoro-ethyl}- 
biphenyl-4-caiboxylic acid methoxy-methyl-amide; 
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N 1 -(cyanomethyl)-N2- { ( 1 S)-2,2,2-trifluoro- 1 -[4-( { [4- 
(methylsulfonyl)benzyl]thio}methyl)phenyI]ethyl}-L-leucinaniide; 

N2- { ( 1 S )- 1 -[4-(5-chloropyridin-2-yl)phenyl].2,2,2-trifluoroethyl } -N 1 -(cyano 
5 L-leucinamide; 

N2-{ (lS)-l-[3 -(aminosulfonylH -bromo-l , 1 -biphenyl-4-yl]-2,2,2-trifluoroethyl }- 
Nl-(cyanomethyl)-L-leucinamide; 

10 l^-{(lS)-l-[4'-bromo-3Hmethylsulfonyl)-lJ'-biphenyl-4.yll-^ 
Nl-(cyanomethyl)-L-leucinainide; 

N I -(cyanomethyl)-N2-(( 1 S)-2,2,2-trifluoro- 1 - { 4-[5-methyl-6- 
(methylsulfonyl)pyridin-3-yl]phenyl } ethyl)-L-leucinamide; 

15 

N2-[(lS)-l-(4-{5-chIoro-3-[4-(methylsulfonyl)phenyl]pyridin-2-yl}phenyl)-^ 
trifluoroethyl]-NA-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2.((lS)-2.2,2-trifluoro-l-{4-[(phenylthio)methyl]phenyl}e^^ 
20 L-leucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2,2,2-trifluoro-l-{4-[(trifluoromethyl)sutf 
biphenyl-4-yl } ethyl)-L-leucinamide; 

25 Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-{[(4- 

fluorobenzoyl)amino]methyl}phenyl)ethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)phenyl]ethyl}-^^ 
leucinamide; 

30 

Nl-(l-cyanocyclopropyl)-N2-{(lS)-2,2,2-trifluoro-l-[4HmethylsulfonyO 
biphenyl-4-yl]ethyl } -L-leucinamide; 
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Nl<cyanomethyl)-N2-{(lS)-l-[4Xethylsulfonyl)-l.r-biphenyI-4-yl]-2.2,2- 
trifluoroethyl }-L-leucinamide; 

N2-((lS>l-{4-[({[3-(2-chloro-6-fluorophenyl)-5-methylisoxazol-4- 
5 yl]carbonyl } aiTiino)inethyl]phenyl }-2,2,2-trifluoroethyl)-N^-(cyanomethyl)-L- 
leucinamide; 

N2-((lS)-l-{4-[(9K:hloroO-methyl-4-oxoisoxazolo[43-c]quinolin-5(4H)- 
yl)methyl]phenyl } -2,2,2-trifluoroethyl)-N^ -(cyanomethyl)-L-leucinainide; 

10 

NlKcyanomethyl)-N2-{(lS)-2,2.2-trifluoro-l-[4-methoxy-3-(methylsulfo^ 
biphenyl-4-yl]ethyl }-L-leucinainide; 

N2-{ (lS)-l-[4"-chloro-4'-(methyIsulfonyl)-l 4':2U "-teipheny^^^^ 
15 trifluoroethyl }-Nl-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[2-methoxy-4Hmethylsul^^^ 
biphenyl-4-yl]ethyl } -L-Ieucinamide; 

20 N2-{(lS)-^[2•-chlo^o-4*-(methylsulfonyI)4a'-biphenyl-4-yl]-2,2,2-t^^ 
Nl-(cyanometfiyl)-L-leucinainide; 

Nl<cyanomethyl)-N2-((is>2,2,2-trifluoro-lM4'-[(2.hydroxye^ 
biphenyl-4-yl }ethyl>L-leucinamid;e 

25 

Nl-(cyanomethyl>Nf2- { (1 S)-2,2,2-trifluoro-l-t3 -fluoro-4 -(methylsulfonyl)-l ,1 - 
biphenyl-4-yl]ethyl } -L-leucinamide; 

Nl.(cyanomethyl)~N2-((lS)-2,2,2-trifluoro-l-{4'-[(2-hydroxyethyl)sulfonyl]-l^ 
30 biphenyl-4-yl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl>N2-{(lS)-2,2,2-trifluoro-l-[3^methylsulfonyl)-^ 
yl]ethyl}-L-leucinainide; 



-50- 



wo 03/075836 



PCTAJS03/06147 



Nl-(cyanomethyl>N2-{(lS)-2,2,2>trifluoro-l-[4-({2-[methoxy(methyl)amin 
oxoethyl }suifonyl)-l ,1 -biphenyM-ylJethyl }-L-leucinamide; 

Nl -(cyanomethyl)-N2-((l S)-2,2,2-trifluoro- 1- { 4 -[(2-hydroxy-2- 
5 rnethylpropyl)sulfonyl]-l,l -biphenyl-4-yl}ethyl)-L-leucinamide; 

N2.{(lS)-l-[4Haminosulfonyl)44-biphenyM-yl]-2.2,2-trifl^^ 
cyanocyclopropyl)-L-leucinamide; 

10 N2.[(4-bromophenyl)(2,4,6-trifluorophenyl)methyl]-Nl-(cyanoniethyl)-L- 
leucinamide; 

Nl~(cyanomethyl)-N2-[(4-pyridin-4-ylphenyl)(2,4,6-trifluorophenyl)methyl]-^^ 
leucinamide; 

15 

Nl-(cyanomethyl)-N2-[[4-(4-fluorobenzyl)phenyI](phenyl)methyl]-L-leucinam 

Nl-(cyanomethyI)-N2-{phenyl[4-(pyridin-3-ylmethyl)phenyl]methyl}-l^leu^ 

20 N2-{ (4-bromophenyl)[4-(methylsuIfonyl)phenyl]methyl }-Nl-(cyanomethyl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-{[4-(methylsulfonyl)phenyl][4-(methylthio>14-^^ 
yl]methyl ) -L-leucinamide; 

25 

Nl-(cyanomethyl)-N2-{ [4 -(methylsulfonyl)-l,l -biphenyl-4-yl][4- 
(methylsulfonyl)phenyl]methyI}-L-leucinamide; 

A^l-(cyanomethyl)-7V2-[2,2,24richloro-l-(4-glycoloylphenyl)ethyl]-L-leucinam 

30 

A^l-(cyanomediyl)-iV2.[2-fluoro4-(fluoromethyl)-l-phenyIethyl]-L-Ieucinaim 

A^l-(cyanomethyl)-A^-{2.2.2-trifluoro-l-[4-(pyrrolidin-l-ylacetyl)p^^^ 
leucinamide; 
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A^l-(cyanomethyl)-A/2-{2,2,2-trifluoro-l-[4-(pipera2in-l-ylcarbonyl)ph 
leucinamide; 

A^l <cyanomethyl)-A^-(2,2,2-trifluoro4 - { 4-[2K4-methyIpiperazin- 1-yl)- 1 
5 yl]phenyl }ethyl)-L-leucinaniide; 

^l-(l-cyanocyclopropyl)-3-(l-methylcyclopropyI)-iV2-(2,2,2-trifluoro-l-{4-[l-(2- 
hydroxyethyl)prolyl]phenyl}ethyl)-L-a]aninamide; 

10 N2-[[4-(4-^^it-butylpiperazin-l-yl)pheTiyl](pentafluorophenyl)methy 
(cyanomethyl)-L-Ieucinaihide; 

//-(cyanomethyl)-l-{ l-[4-(4-methylpiperazin-l-yl)phenyl]ethyl }piperidine-2- 
carboxamide; 

15 

A^-[[4-(4-rm-butylpiperazin-l-yl)phenyl](pyridin-2-yl)methyl]- A^l-(cyanomet^ 
leucinamide; 

N2- { [4-(4-reft-butylpipera2in- 1 -yl)phenyl] [5-(trifluoromethyl)pyridin-2-yl]inethyl } - 
20 ^l-(cyanomethyl)-L-leucinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[(lS>l-(4-piperazin-l-ylphenyl)eth^^ 
prolinamide; 

25 (4S)-N-(cyanomethyl)-4-methyl-l-[(lR)-l-(4-piperazin-l-ylphenyl)ethyl^ 
prolinamide; 

N-(cyanomethyl)- 1 -[( 1 S)- 1 -(4-pipera2in- 1 -ylphenyl)ethyl]-L-prolinamide; 

30 N-(cyanomethyl)-l-[(lR)-l-(4-piperazin-l-ylphenyl)ethyl]-L-prolinamide; 

N-(cyanomethyl)-4,4-difluoro-l-[(lS>l-(4-piperazin-l-ylphenyl)ethyl]-L- 
prolinamide; 
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N^-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l.(4-methylphenyl)ethyI]-^ 
leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2.2-trifluoro-l.[4-(lH-pyrazol-3- 
5 yl)phenyl]eihyl } -L-leucinamide; 

N^-(l-cyan<xyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methyl-13-o 
yl)phenyl]ethyl } -L-leucinamide; 

10 N'-(cyanomethyl)-N^-[(lS)-2,2^-trifluoro-l-(4-pyimin-2-ylphenyl)ethyl^ 
leucinamide; 

N^Kcyanomethyl)-N^- { (lS)-2^,2-trifluoro-l-[4K2-methylpyridin-4-yl^ 
L-leucinamide; 

15 

N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(4-methylpyridin-3-yI)phenyl]eA 
L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(iS)-2,2,2-trifluoro-l-[4-(lH-pyrazol-4- 
20 yl)phenyl]ethyl } -Lrleucinamide; 

N^Kl-cyanocyclopmpyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-ylphenyl)eth 
leucinamide; 

25 N^-[(lS)-l-(3'-acetyl-ia'-biphenyl-4-yl)-2,2,2-trifluoroe% 
cyanocyclopropyl)-L-leucinamide; 

N'-(lK:yanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(3-fluon)-4-methyl-l,l- 
biphenyl-4-yl)ethyl]-L-leucinamide; 

30 

N*-(l-cyanocyclopropyl)-N^-((lS)-2,2,2-trifluoro-l-{5-[4-(l-hydroxy-l- 
methylethyl)phenyl]pyridin-2-yl}ethyl)-L-leucinamide; 

N'-(cyanomethyl)-N^-{(lS)-2,2333-pentafluoro-l-[4-(l-hydroxy-l-methylethyl)- 
35 1,1 -biphenyl-4-yl]propyl)-L-leucinamide; 
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N*.(l-cyanocyclopropyl)-N^-[(lS)-2,23,33-pentafluoro-l-(4-methyl-14-^^ 
yl)propyl]-L-Ieucinamide; 

N * -(cyanomethyl)-N^- { ( 1 S)-2,2,3,33-pentafluoro- 1 -[4-(6-methoxypyridin-3- 
5 yl)pheiiyl]propyl } -L-leucinamide; 

N' -(cyanomethyl)-N^-[( 1 S)-2,23,3,3-pentafluoro- 1-(2 -fluoro-1 . 1 -biphenyl-4- 
yl)propyl]-L-leucinamide; 

10 N'-(l-cyanc)cyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4'>methoxy-3-(^^ 
1 , 1 -biphenyl-4-yl ]ethyl } -L-leucinamide; 

N^>{(lS)-l-[3KaniinosulfonylH-methoxy-ia-biphenyI-4-yl]-2,2>^ 
-( 1 -cyanocyclopropyO-L-leucinamide; 

15 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-triOuoro-l-[4-(6-methoxypyridin 
yl)phenyl]ethyl }-L-leucinamide; 

N^Kcyanomethyl)-N^-{(lS)-2,23,33-pentafluoro-l-[4-(5-methylpyridi^^ 
20 yl)phenyl]propyl } -L-Ieucinamide; 

N*-(l-cyanocycIopropyl)-N^-((lS)-2,2,2-trifluoro-l-{4-[5-(methyIsulfony^ 
yllphenyl }ethyl)-L-Ieucinainide; 

25 N ^ -( 1 -cyanocyclopropyl)-N^- { ( 1 S)-2,2.2-trifluoro- 1 -[4-(5-methylpyridin-2- 
yl)phenyl]ethyl}-L-leucinamide; 

N'-(cyanomethyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4HmethyJsulfo^ 
biphenyl-4-yl]ethyl }-L-leucinamide; 

30 

N'-(l-cyanocyclopropylH-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'<melhylsulfon^^ 
1 , 1 -biphenyM-yl]ethyl } -L-leucinamide; 

N^-(l-cyanc)cyclopropyl)-4-fluoro-N^-{(lS)-2,2,24rifIuoro-l-[2'-methyI^ 
35 (methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 
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N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2^-trifluoro-l-[5-(lH-pyrazol-3-yl)pyridin-2- 
yl]ethyl }-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-((lS)-2,2^-trifluoro-l-(5-quinolin-5-ylpyridin-2- 
5 yl)ethyl]-L-leucinainide; 

N'-(l-cyanocyclopiopyl)-N^-[(lS)-2,2,2-trifluoro-l-(5-quinolin-6-ylpyridin-2- 
yl)ethyl]-I^leucinainide; 

10 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2-difluoro-l-[4-(methylsulfonyI)-l,l'-biphenyl- 
4-yI]ethyl } -L-leucinamide; 

N^-[(l S)- l-(4'-acetyl-l , 1 -biphenyl-4-yl)-2,2,3,3,3-pentafluoropropyl]-N'-(l- 
cyanocyclopropyO-L-leucinamide; 

15 

N^-[(lS)-l-(l,l-biphenyM-yl)-2.2,2-trifluoroethyl]-N'-(l-cyanocyclopropyl)-l^ 
leucinamide; 

N^-{(lS)-l-[4'-(aminosulfonyI)-l,l'-biphenyM-yl]-2,2,3,3,3-pentafluoropropyl}-N'- 
20 (l-cyanocycloptDpyO-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(l-ethoxyvinyl)phenyl]-2,2,2-trifluoroethyl}- 
L-leucinamide; 

25 N^-[(lS)-l-(4-acetylphenyl)-2,2,2-trifluoroethyl]-N'-(l-cyanocyclopropyl)-L- 
leucinamide; 

N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-isopK)pylphenyl)ethyl]-L- 
leucinamide; 

30 

N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-phenylethyl]-L-leucinaniide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l- 
methylethyl)phenyl]ethyl}-L-leucinainide; 

35 
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N'.(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l- 
methylcyclopropyl)phenyI]ethyl } -L-leucinamide; 

N*-(l.cyanocycIopropyl>N^-[(lS)-2,2,2-trifluoro-l-(2\4\6'-trimeth^ 
5 yl)ethyl]-L-leucinaniide; 

N^-[(lS)-lK6-chloiX)pyridiii-3-yl)-2.2,2-trifluoroethyl]-N^-(l<yanocycl^ 
leucinamide; 

10 N^-{(lS)-l-[5-(4-acetylphenyl)pyridin-2-yl]-2,2,2-trifluoroethyl^ 
cyanocyclopropyl)-L-ieucinainide; 

N^-{(lS)-l-[6-(4-acetylphenyl)pyridin-3-yl]-2,2,2-trifluoroethy^ 
cyanocyclopropyl)-L-leucinamide; 

15 

N^-{(lS>l-[5-(3-acetylphenyl)pyridin-2-yl]-2,2,24rifluoroethyl}-N'-(l- 
cyanocyclopropyl)-L-leucinamide; 

N*-(l^yanocyclopropyl)-N^-((lS)-2.2,2.trifluoro-l-{5-[4-(l- 
20 hydroxyethyl)phenyl]pyridin-2-yl }ethyl)-L-leucinannide; 

N^-[(lS)-l-(ia'-biphenyl-4-yl)-2,233,3-pentafluoropropyl]-N*Kcyanomethy^ 
leucinamide; 

25 N2-[(lS)-lK4-acetyl-ia'-biphenyl-4-yl)-2.23,3,3-pentafluoroprop^ 
(cyanoniethyl)-L-leucinaniide; 

N^-[(lS)-l-(l,r-biphenyl-4.yl)-2,2,3,3,3-pentafluoropropyl]-N^-(l- 
cyanocyclopropyl)-L-leucinamide; 

30 

N^-(l-benzyl-2,2,2-trifluoroethyl)-N'-(l-cyan<xyclopropyl)-I^leucinanud^ 

N^-[(lS)-l-(4-tert-butylphenyl)-2,2,2-trifluoroethyl]-N^-(l<yanocyclopropyl^ 
leucinamide; 

35 
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N^-[( IS)- 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]-N' -(cyanomethyI)-4-methyl-L- 
leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(l-cyanocyclopropyl)-4-methyl- 
5 L-leucinamide; 

N'-(l-cyanocyclopropyl>N^-((lS)-2,2,2-trifluoro-l-{442-(lH-pyrazol^ 
thiazol-4-yI]phenyl}ethyI)-L-leucinainide; 

10 -(1 -cyanocyclopropyl)-N^- { (1 S)-2,2.2-trifluoro-l-[4-(2-niethyM ,3-thiazol-4- 
yl)phenyl]ethyl } -L-leucinamide; 

N ' -( 1 -cyanocyclopropyl)-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4-(2-inethylpyridin-4- 
yl)phenyl]ethyl } -L-leucinamide; 

15 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methylpyridin-3- 
yl)phenyl]ethyl ) -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-methylpyridin-2- 
20 yl)phenyl]ethyl ) -L-leucinamide; 

N^-[(lS)-l-(3'-acetyl-lJ'-biphenyM-yl^2,2,2-trifluoroethyl]-N'-(l^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

25 N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(lH-pyrazol-3- 
yl)phenyl]ethyl } -L-leucinamide; 

N'-[(lS)-l-cyanoethyl]-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)-ia'^^^^ 
4-yl]ethyl } -L-leucinamide; 

30 

N'-[(lS)-l-cyan(>3-(methylthio)propyl]-N^-{(lS)"2,2,2-trifluon>-l^ 
(methylsulfonyl)-l,r-biphenyM-yl]ethyl}-L-leucinamide; 
N'-[(lS)-l-cyano-3-(methylsulfonyl)propyl]-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
(methylsulfonyl)-l,l -biphenyl-4-yl]ethyl}-L-leucinamide; 

35 
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N^-[(lS)-l-(4-broinophenyl)-2,2,3,3,3-pentafluoropropyl]-N^-(l-cyanocyclopropyI)- 
L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-2,2333-pentafluoro-l-[4K6-methoxypyridin-2- 
5 yl)phenyl]propyl } -L-leucinamide; 

N^-[(lS>l-(5-bromopyridin-2-yl)-2,2,2-trifluoiwthyI]-N^-(cyano 
leucinamide; 

10 N*-(cyanomethyl)-N^-((lS)-2,2.2-trifluoro-l-{5-[4-(methylsulfonyO 
yl }ethyl)-L-leucinamide; 

-( 1 -cyanocyclopropyl)-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4 -(1-hydroxy- 1 -methylethyl)- 
1 ,1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

15 

N*Kcyanomethyl)-N^-[(lS)-2,2,2-trifluoio-l-(6-methyl-33-bipyridin^^^^ 
leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-methoxypyridin-2- 
20 yl)phenyl]ethyl } -L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-oxo-l,6-dihydropyridi^^ 
yl)phenyl]ethyl }-L-leucinamide; 

25 (4S)-N'-(cyanomethyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

(4S)-N'<l-cyanocyclopropyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

30 

(4S)-N'-(cyanomethyl)-5,5.5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylthi^^ 
1 , 1 -biphenyl-4-yl]ethyI } -L-leucinamide; 

(4S)-N*-(l-cyanocyclopropyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
3 5 (methyl thio)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 
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(4S)-N^-[(lS)-l-(4-bromophenyl)-2.2,2-trifluoroethyl]-N'<cyanomethyl)-5,5,5- 
Irifluoro-L-leucinamide; 

(4S)-N^-[(lS>l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(l-cyanocycIopropyl)- 
5 5,5,5-trifluoro-L-leucinainide; 

N^-{(lS)4-[4-(6-aminopyridinO-yl)phenyl]-2.2.2-trifluoroethyl}-N 
L-leucinamide; 

10 N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoix)ethyl]-N^-(l<yanocyclopropyl)-4-^ 
L-leucinamide; 

N*-(cyanomethyl)-N^-{(lS)-2,23,3,3-pentafluoro-l-[4-(6-methylpyrid^^ 
yl)phenyl]propyl } -L-leucinamide; 

15 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,3,3,3-pentafIuoro-l-[4-(6-methylpyridin-3- 
yl)phenyl]propyl } -L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-methylpyridin-3- 
20 yl)phenyl]ethyl } -L-leucinamide; 

N'.(cyanomethyl)-N^-{(lS)-2,2,2-trifluoiX)-l-[4Hl-hydroxyethyl)-14-^^^ 
yl]ethyl } -L-leucinamide; 

25 N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4H2,2>trifluoro-l-hydroxyethyl> 
biphenyl-4-yl]ethyl } -L-Ieucinamide; 

N^-(lK:yancx:yclopropyl)-N^-{(lS)-2,23,3,3-pentafluoro-l-[4Hmethylthio> 
biphenyl-4-yl]propyl } -L-leucinamide; 
30 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2.3,3,3-pentafluoro-l-[4-(l-hydroxy-l- 
methylcthyl)- 1 , 1 -biphenyl-4-yl]propyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS>2,23,3,3-pentafluoro-l-I4-(methylsulfonyl)-l,l- 
biphenyl-4-yl]propyl } -L-leucinamide; 

35 
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N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,333-pentafluoro-l-[4-(6-methoxypyridin-2- 
yl)phenyl]propyl }-L-leucinamide; 

(4R)-N^-(cyanomethyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'. 
5 (methylsulfonyl)-l,l -biphenyl-4-yl]ethyl}-L-leucinamide; 

(4R)-N^-(l-<:yanocyclopropyl)-5.5,5-trifluoro-N^H(lS)-2,2,2-trifluon^ 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl }-I^leucinamide; 

10 N^Kcyanomethyl)-N^-[(lS)-2,23,33-pentafluoio-l-(4-methyl-lJ-biphe 
yl)propyl]-L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-2,2,33,3-pentafluoro-l-[4Kl,3-thiazol-2- 
yI)phenyl]propyl }-L-leucinaniide; 

15 

N'-(l-cyanocyclopropyl)-N^-[(lS)-l-(4-ethynylphenyl)-2,2,3,3,3-pentafluoropropyl]- 
L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-l-[4-(cyclopropylethynyI)phenyl]-2,2,2-triflu 
20 leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(cyclopropylethynyl)phenyl]-2,2,2- 
trifluoroethyl } -L-leucinamide; 

25 N^-(cyanomethyl)-N^-{(lS^2,2,2-trifluo^o-^[4-(5-methyl-l,34hiaz^^ 
yl)phenyl]ethyl } -L-leucinamide; 

N*-(l -cyanocyclopropyl)-N^- { ( 1 S>2,2,2-trifluoro- 1 -[4-(l ,3-thiazol-2- 
yl)phenyl]ethyl } -L-leucinamide; 

30 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-methyI-l,3-thiazoI-2- 
yl)phenyl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropyI)-N^-{(lS)-l-[4-(cyclopropyIethynyl)phenyl]-2,2,3.3.3- 
35 pentafluoropropyl } -L-leucinamide; 
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N' -( 1 -cyanocyclopropyl)-N^- { (1 S)-2,2,2-trifluoro-l-[4-(4-methyl-l ,3.thiazoI-2- 
yl)phenyl]ethyl ) -L-Ieucinamide; 

N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(4-inethyl-l,3-thiazol-2- 
5 yI)pheny]]ethyl}-L-leucinamide; 

N'-(cyanomethy!)-N^-{(lS)-l-[4.(4,5-dimethyI-l,3-thiazol-2-yI)phenyl]-2,2,2- 
trifluoroethyl }-L-Ieucinamide; 

10 N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(ethylsuIfonyl)-l.l'-biphenyl-4-yI]-2,2,2- 
trifluoroethyl ) -4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin-3- 
ylphenyI)ethyl]-L-leucinaniide; 

15 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'-methoxy-3'- 
(inethylsulfony])-l,r-biphenyI-4-yl]ethyl}-L-Ieucinamide; 

N^-[(lS)-l<4-bromophenyl^2,2,24rinuoroethyl]-N'-(cyanomethyl)-L-alaninaini(te; 

20 

N^M(lS)-l-[4'-(arninosulfonyl)-l,r-biphenyl-4-yl].2,2,3^,3-pentafluoropropyl}-N'- 
(cyanomethyl)-L-leucinainide; 

N'-(cyanomethyl)-N^-((lS)-2,2,3,3,3-pentafluoro-l-{4-[(2-hydroxy-2- 
25 methylpropyl)sulfonyl]-l,l -biphenyl-4-yl }propyl)-L-leucinamide; 

N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4'-(methylsulfonyI)-l,l'-biphenyl-4- 
yl]ethyl }-L-alaninainide; 

30 N'-(cyanomethyl)-N^-{(lS)-2.2,3,3.3-pentafluoro-l-[4'-(isopropylsulfonyI)-l,l'- 
biphenyl-4-yl]propyl }-L-leucinaniide; 

N'-(l-cyano-l-methylethyl)-N^-{(lS)-2,2>trifluoro-l-[4'-(niethylsulfonyl)-l,l'- 
biphenyl-4-yl]ethyI } -L-leucinamide; 
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N^-(l-cyanocyclopropyl)-N^-((lS)-2,2,2-trifluoro-l-{4-[(2-hyclroxy-2- 
methylpropyl)sulfonyl]- 1 , 1 -biphenyl-4-yl } ethyl)-L-leucinamide; 

N^-(l<yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-142-methyl-4-(methylsulf^^ 
5 1,1 -biphenyl-4-y]]ethyl }-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)4-[4Hethylsulfonyl)-14-biphenyl-4-yl]-2.^ 
trifluoroethyl }-L-leucinamide; 

10 N^M(lS)-l-[4'-(aminosulfonyl)-lJ'-biphenyl-4-yl]-2,2>trifluorw^^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

N*-(cyanomethyl)-N^-{(S)-[4^methylsulfonyl)4J'-biphenyM-yl][^^ 
(trifluoromethoxy)phenyl]methyl } -L-leucinamide; 

15 

-(cyanomethyl)-N^-[(S)-[4 -(methylsulfonyl)- 1 , 1 -biphenyl-4-yl](thien-2-yl)methyl]- 
L-leucinamide; 

N'-(cyanometfiyl)-N^-[(S)-(4-pipei^in-4-ium-l-yl-l J-biphenyl-4-yl)(thien 
20 yl)methyl]-L-leucinamide methanesulfonate; 

-(cyanomethyl)-N^- { (S)-(4-fluoropheiiyl)[4 -(methylsulfonyl)- 1 , 1 -biphenyl-4- 
yl]methyl l-L-leucinamide; 

25 N'-(cyanomethyl)-N^-{(S)-[4-(methyIsulfonyl)-14'-biphenyI-4-yl][^^ 
(trifluoromethyl)pheTiyl]methyl } -L-leucinamide; 
N^- { (S)-(4-chlorophenyl)[4^methylsulfonyl)- 1 4 -biphenyl-4-yl]methyU 
(cyanomediyl)-L-leucinaiiiide; 

30 N'-(cyanomethyl)-N^-{(lS)-2.2,2-trifluoro-l-[4Xmethylsulfonyl).14-b^ 
yl]ethyl }-L-norvalinamide; 

N^-[(S)-(4-bromophenyl)(thien-2-yl)methyl]-N'-(cyanomethyl)-L-leucinaniide; 
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N^-(cyanomethyl)-N^^[(S)-[4-(4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2- 
yl)phenyl](thien-2-yl)methyl]-L-leucinamide; 

N^-{(R)-(4-broniophenyl)[4-(trifluoromethoxy)phenyl]methyl)-N'Kcyanomethyl)-L- 
S leucinamide; 

N'-(cyanomethyl)-N^-{(S)-[4-(4,4,5,5-tetramethyl-13»2-dioxaborolan-2-y0^^ 
(trifluoromethoxy)phenyl]methyl } -L-leucinamide; 

10 N^-[(S)-(4-bromophenyl)(2-furyl)methyl]-N*-(cyanomethyl)-L-leucinanu^ 

N^<cyanomethyl)-N^-{(S)-2-furyl[4Hmethylsulfonyl)-14'-biphenyl-4^ 
leucinamide; 

1 5 N^- [ 1 -(4-bromophenyl)-2,2,2-trifluoroethyl] -N ' -(cyanoinethyl)-L-norvalinamide; 

N^-{(R)-(4-bromophenyl)[4-(trifluoromethyl)phenyl]methyl}-N*-(cyanornethyl)-L- 
leucinamide; 

20 N ' -(cyanomethyl)-N^- { 1 -[4 -(4-cyclopropylpipera2in- 1 -yl)- 1 , 1 -biphenyI-4-yl] -2,2,2- 
trifluoroethyl } -L-norvalinamide; 

N^-[(R)-(4-bromophenyl)(4-chlorophenyl)methyl]-N*-(cyanomethyl)-I^leucinaimde^ 

25 -(cyanomethyl)-N^- { 2,2,2-trifluoro-l -[4 -(methylsulfonyl)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-norvalinamide; 

N^-[(S)-(4-bromophenyl)(3-methylthien-2-yl)methyl]-N*-(cyanomethyl)-l^ 
leucinamide; 

30 N^-[(S)-(4-bromophenyl)(thien-3-yl)methyl]-N'-(cyanomethyl)-L-leucinamide; 

N^-(cyanomethyl)-N^-{(S)-(2,4-difluorophenyl)[4-(methyIsulfonyl)-l,l-biphenyl^ 
yl]methyl } -L-leucinamide; 
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N'-(cyanomethyl)-N^-[(S)-[4-(methylsulfonyl)-14*-biphenyl-4-yl](thien^ 
L-leucinamide; 

N'-(cyanomethyl)-N^-[(S)-[4-(methylsulfonyl)-ia'-biphenyl-4-yl](3-^^ 
5 yOmethyl] -L-leucinamide; 

N^-(cyanomethyl)-N^-[(S)-[4-(4-cyclopropylpiperazin-l-yl)-lJ-biphenyl-4-yl](3- 
methylthien-2-yl)methyl]-L-leucinamide; 

10 N*-(cyanomethyI)-N^-[(S)-[4M4-cycIopropylpipei^n-l-yI)-lJ-biphenyl-4-y^ 
3-yl)methyl]-L-leucinamide; 

N^-[ 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]-N^ -(cyanomethyl>5,5 ,5-trifluoro-L- 
norvalinamide; 

15 

N^-(cyanomethyl)-5,5,5-trifluoro-N^-{(lS>2,2,2-trifluoro-l-[4-(methylsd 
biphenyI-4-yl]ethyI } -L-norvalinamide; 

N^- [(S)-(4-bn)Tnophenyl)(3-methylthien-2-yl)methyl]-N' -( 1 -cyanocyclopropyl>L- 
20 leucinamide; 

N'-(l>cyanocyclopropyl)-N^-[(S)-[4'-(methylsulfonyl)-ia'-biphenyl-4-yl](3- 
methyIthien-2-yl)methyl]-L-leucinamide; 

25 N^-(cyanomethyl)-N^-{(S)-3-fuiyI[4'-(methylsulfonyl)-14'^^^ 
leucinamide; 

N^Kl-cyanocyc]opropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)-l,l- 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

30 N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifIuoroethyll-N^-(l-cyanocyclopropyl)-L- 
norvalinamideN^-[(S)-(4-bromophenyl)(4-bromothien-2-yl)methyl]-N'- 
(cyanomethyl)-L-leucinamide; 

N^-[(S)-(4-bromophenyl)(thien-3-yl)methyl]-N'-(l-cyanocyclopropyl)-L-leucinamide; 
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-(cyanomethyl)-N^-((S)-[4'-(methylsulfonyl)- 1 , 1 *-biphenyl-4-yl] { 4.[4- 
(methylsulfonyI)phenyl]thien-2-yI)methyl)-L-leucinainide; 

N^-(l-cyanocyclopropyl)-N^-[(S)-[4-(methylsulfonyl)-l,l -biphenyl-4-yl](thien-3- 
5 yl)methyI]-L-leucinainide; 

N^-{(lS)-l-[4'-(aininosulfonyl)-ia-biphenyl-4.yl]-2,2,2-tri^ 
cyanocyclopropyI)-L-norvalinamide; 

10 N^-[(S)-(4-bromophenyl)(4-bromothien-2-yl)methyl]-N^-(l-cyanocyclopropyl)-L- 
leucinamide; 

N^-[(S)-[4'-(aminosulfonyl)-l J '-biphenyl-4-yl](thien-3-yl)meth 
cyanocyclopropyl)-L-leucinainide; 

15 

N^-[(S)-[4 -(aminosulfonyl)- 1 , 1 -biphenyl-4-yl](thien-3-yI)methyl]-N*-(cyanomethyl)- 
L-leucinamide; 

N^Kl-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-methoxy-3 -(methyls 
20 1,1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

-( 1 -cyanocyclopropyl)-N^- { ( 1 S>2,2,2-trifluoro-l -[4-(2-inethylpyridin-4- 
yl)phenyl]ethyl } -L-norvalinamide; 

25 N^-(l-cyan(xyc]opropyl)-5,5,5-trifluoro-N^~{ (lS)-2,2,2-trifIuoro-l-[4 - 
(methylsulfonyl)-l,l -biphenyl-4-yl]ethyl}-L-norvalinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(lH--pyrazol-3- 
yl)phenyl]ethyl }-L-norvalinamide; 

30 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2>trifluoro4-[4Hl-hydroxy-l-methyle^^ 
1,1 -biphenyl-4-yl]ethyl }-L-norvalinainide; 

N'-(l<yanocyclopropyI)-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-methylpyridiii-2- 
35 yl)phenyl]ethyl } -L-norvalinamide; 



-65- 



wo 03/075836 



PCT/US03/06147 



2'{ [(4-Bromo-phenyl)-pyridin-4-yl-rnethyI]-aniino}-pentanoic acid cyanomethyl- 
amide; 

2-{ [(4-Bromo-phenyl)-thiazol-2-yl-methyl]-ainino+}-pentanoic acid cyanomethyl- 
5 amide; 

(2S)-2-[(S)-l-(4-Acetylbiphenyl-4-yI)-2,2,2-trifluoroethylamino]-pentanoic acid (1- 
cyanocycIopropyl)-amide; 

10 (2S)-2-[(S)-l-(2\4-Difluorobiphenyl-4-yl)-2,2,2-trifluoroethylaminol-pentan 
(l-cyanocyclopropyl)-amide; 

(2S)-2-[(S)-l-(3\4-Difluorobiphenyl-4-yl)-2,2,2-trifluoroethylamino]-pentanoicad^ 
(l-cyanocyclopropyl)-amide; 

15 

(2S)-2-[(S)-l-(3-Chloro-4-fluorobiphenyl-4-yl)-2,2,2-trifluoroethylaminol-pente^ 
acid (l-cyano-cyclopropyl)-amide; 

(2S)-2-[(S)-2,2,2-Trifluoro-l-(4-methanesulfonylamino-biphenyl-4-yl)-ethylamino^ 
20 pentanoic acid (l-cyano-cyclopropyl)-amide; 

(2S)-2-{{S)-[(4-Bromo-phenyl)-thiazoI-2-yl-methyl]-amino)-4-methylpentanoic acid 
cyanomethyl-amide; 

N*Kl-cyanocyclopropyl)-N^-{(lS)-2,2,24rifluoro-l-[4-chloro-l,l-biphenyM- 
25 yl]ethyl } -L-norvalinamide; 

N*-(l<yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-chloro^^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

30 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-chloro-2-m^ 
biphenyl-4-yl]ethyI } -L-norvalinamide; 

(2S)-2-{ (S)-2,2,2-Trifluoro-144-(lH-indol-5-yl)-phenyl]-ethylaniino }-pentanoic acid 
(l-cyano-cyclopropyl)-amide; 

35 
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(2S)-24(S)-2,2,2-Trifluoro-l-(3-methanesulfonylamino-biphenyl-4-yl)-et^^^ 
pentanoic acid (l-cyano-cyclopropyl)-amide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4'--fluoro-lJ-biph^^ 
5 yl]ethyl } -L-norvalinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-fluoro.3-^^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

10 N^-(lK:yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[3'-fluoro-4'-methyl-l,^ 
biphenyl-4-yl]ethyl }-L-norvalinamide; 

-( 1 -cyanocyclopropyl)-N^- { (1 S)-2,2,2-trifluoro-l-[4 -trifluoromethoxy-1 , 1 - 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

15 

(2S)-2-[(S)-2,2,2-Trifluoro-lK4-methylbiphenyl-4-yl)-ethylanu 
cyanocyclopropyl)-amide; 

(2S)-2-[(S)-l-(4-Cyanobiphenyl-4-yl)-2,2,2-trifluoroethylamino]-penta^ 
20 cyanocyclopropyl)-ainide; 

N'-(l<:yanocyclopropyl)-N^.{(lS>2,2,2-trifluoro-l-[4'-methoxy-l,^ 
yl]ethyl } -L-norvalinamide; 

25 N^-(l^yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(benzo[l,31dioxol-5- 
yl)phenyl]ethyl } -L-norvalinaniide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4'-(methoxycarbonyl)-14 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

30 

(2S)-2-{ (S>-[(4-Bromophenyl)-thiazol-2-yl-methyl]-amino } -4-methylpentanoic acid 
(l-cyanocyclopropyl)-amide; 

(2S)-2-{(S)-[(4-Methanesulfonyl-biphenyl-4-yl)-thiazol-2-yl-methyl]-amino^ 
35 methyl-pentanoic acid cyanomethyl-amide; 
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(2S)-2-[(S)-2,2,2-Trifluoro-l-(4'-trifluoromethyl-biphenyl-4-yl)-ethylainino]- 
pentanoic acid (l-cyano-cyclopropyl)-amide; 

(2S)-2-[(S)-2,2,2-Trifluoro-l-(2'-trifluoromethyl-biphenyl-4-yl)-ethylamino]- 
5 pentanoic acid (l-cyano-cyclopropyl)-amide; 

(2S)-2- { (S)-[(2',4 -Difluorobiphenyl-4-yl)-thiazoI-2-yl-methyl]-amino }-4- 
methylpentanoic acid (l-cyanocyclopropyl)-aniide; 

10 (2S)-2- { (S)-[(4 -MethanesuIfonylbiphenyl-4-yl)-thiazol-2-yl-raethyi]-amino } -4- 
methylpentanoic acid (l-cyanocyclopropyl)-amide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-oxido-2,3-dihydro- 
l-benzothien-5-yl)phenyl]ethyl}-L-leucinamide; 

15 

N'-(l-cyanocyclopropyI)-N^-{(lS)-l-[4-(l,l-dioxido-2,3-dihydro-l-benzothien-5- 
yl)phenyl]-2,2,2-trifluoroethyl)i-4-fluoro-L-leucinaniide; 

N' -( l-cyanocyclopropyl)-N^- { (IS)- 1 -[4-(l , 1 -dioxido-2,3-dihydro-l ,2-benzisothiazol- 

20 5-yl)phenyl]-2,2,2-trifluoroethyl }-4-fIuoro-L-Ieucinaniide; 

N'-(l-cyanocyclopropyI)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'-(methylsulfinyl)-l,l'- 
biphenyl-4-yl]ethyl ) -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^- { (1 S)- 1 -[4-(l , 1 -dioxido-3-oxo-2,3-dihydro-l,2- 
25 benzisothiazol-5-yl)phenyl]-2,2,2-trifluoroethyl }-4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoK>-l-[2-(l-hydroxy-I- 
mediylethyl> 1,1 -biphenyl-4-yl]ethyl }-L-Ieucinamide; 

30 N'-(l-cyanocyclopropyl)-4,4-difluoro-N^-{(lS>2,2,2-trifluorD-l-[4-(methylsulfonyI)- 
1 . 1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

N'-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(inetiiylsulfonyl)-l,r- 
biphenyl-4-yl]ethyl)-L-norvalinamide; 
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N^-(cyanomethylH-fluorc)-N^-{(lS)-2,2,2-trichloro-l-[44methylsulfo^^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trichloro-l-[4-(methylsulfonyl)^ 
5 1,1 -biphenyl-4-yl]ethyJ } -L-Ieucinamide; 

N*-(l^:yanocyclopropyl)-4,4-difluon)-N^--{(lS)-2,2,2--trichloro-l--[4- 
(methylsulf onyl)- 1 , 1 -biphenyl -4-yl]ethyl } -Lrnorvalinamide; 

10 N'-(cyanomethyl)-4,4-difluoix)-N^-KlS)-2,2,2-trichloro-l-[4^^^^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

(2S)-N-(cyanomethyl)-4,4-difluoro-2-({(lS)-2,2,2-trifluoro-144-(methylsulfo^ 
1 , 1 -biphenyl-4-yl]ethyl } amino)butanamide; 

(2S)-N-( 1 -cyanocyclopropyl)-4,4-difIuoro-2-( { ( 1 S)-2,2,2-trifluoro- 1 -[4'- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } aniino)butanamide; 

(2S)-NKl-cyancrcyclopropyl)-4,4-difluoro-2-({(lS)-2,2,2-trichloro-l-t4- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl } amino)butanamide; 

(2S)-N-(cyanoniethyl)-4,4-difluoro-2-({(lS)-2,2,2-trichloro-l-[4-(methylsulf^^ 
1 , 1 -biphenyM-yl]ethyI } amino)butanamide; 

(2S)-4,4-dichloro-N-(cyanomethyl)-2-({(lS)-2,2,2-trifluoro-144Mmethylsulfo^ 
1 , 1 -biphenyl-4-yl]ethyl } amino)butananiide; 

(2S)-4,4-dichloro-N-(l-cyanocyclopropyl)-2-({(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } amiiio)butanamide; 

(2S)-4,4-dichloro-N-(l<yanocyclopropyl)-2-({(lS)-2,2,2-trichloro-l-[4" 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } amino)butanamide; 

(2S)-4,4-dichloro-N-(cyanomethyl)-2-({(lS)-2,2,2.trichloro-l-[4Hmethylsulfony^ 
1 , 1 -biphenyl-4-yl]ethyl } amino)butanamide; 
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N^-[(lS>l-(lJ-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N^-(l-cyanocyd 
fluoro-L-leucinamide; 

N^-(l-<:yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3«(l-hydroxyeth^^ 
5 1,1 -biphenyl-4-yllethyl } -L-leucinamide; 

N^Kl-cyanocyclopropyl)-4-fluoro-N^4(lS)-2,2,2-trifluoro-l-(4-methyl-l^ 
4-yl)ethyl]-L-leucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,24rifluoro-l-[3-(l-hydroxy-l- 
methylethyl)- 1 , 1 -biphenyl-4-yl]ethyl } -Lrleucinamide; 

N^-[(lS)-lK4-acetyl-14-biphenyM-yl)-2,2,2-trifluoroethyl]-^ 
cyanocyclopropyI)-4-fluoro-L-leucinamide; 

N^-((lS)-l-(2-acetyl-l,r-biphenyl-4-yl)-2,2,2-trifluoroethyl^ 
cyanocyclopropyl)-4-fluororL-leucinaniide; 

N'-(l-cyanocyclopropylH-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Hl-hydroxye 
1 , 1 -biphenyl-4-yl]ethyl ) -L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[2-(l-hydroxy^^ 
1 , 1 -biphenyl-4-yl]ethyl }-L-leucinainide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l-- 
methylethyl)- 1 . 1 -biphenyl-4-yl]ethyl }-L-leucinamide; 

-( 1 -cyanocyclopropylH-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[2 -( 1 -hydroxy- 1 - 
methylethyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyI)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{5-[4- 
(methylsulfonyl)phenyl]pyridin-2-yl}ethyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4"fluoro-N^-((lS)-2,2,2-trifluoro-l-{6-[4- 
(methylsulfonyl)phenyI]pyridin-3-yl}ethyl)-L-leucinamide; 
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N^-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifIuoro-l-(4-{6- 
[(methylsulfonyl)amino]pyridin-3-yl}phenyl)ethyl]-L-leucinamide; 

-(cyanomethyl)-4-fluoro-N^-(( 1 S)-2,2,2-trifluoro- 1 -(4» { 6- 
5 [(methylsulfonyl)amino]pyridin-3-yl}phenyl)ethyl]-L-leucinamide; 

N'-(l-cyanobutyl)-4-fIuoro-N2M(lS>2,2,2-trifluoro-l-[4Hmethyk 
biphenyl-4-yl]ethyl } -L-leucinamide; 

10 N^-(l-cyano-2-cyclopropylethyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methyIsulfonyI)-l,l -biphenyl-4-yI]ethyl } -L-leucinamide; 

N'-(l-cyano-2-pyridin-3-ylethyl)-4-fluoro-N^-{(lS)-2,2,2-trifluon)-l-^ 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyano-3-hydroxy-3-methylbutyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)-l,r-biphenyl-4-yl]ethyl}-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2.2,2-trifluoro-l-[4-(l-oxo-l,3-dihydrc^ 
2-benzof uran-5-yl)phenyl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^~{(lS)-l-[4-(3,3-dimethyl-l-oxo-13-dihydro-2- 
benzofuran-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N^-(l-cyan(x:yclopropyl)-N^-{(lS)-l-[4-(33-diethyl-l-oxo-13-dihydto-2-benzof^^^ 
5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(3-oxo-13-dihyd^^ 
2-benzofuran-5-yl)phenyl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(l,l-dimethyl-3-oxo-l,3-dihydn)-2- 
benzofuran-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

-( 1 -cyanocyclopropyl)-N^- {(IS)- 1 -[4-( 1 , 1 -diethyl-3-oxo-l ,3-dihyd^o-2-benzofuran- 
5-yl)phenyl]-2,2,2-trifluo^oethyl}-4-fluoro-L-leucinamide; 
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N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4H3-oxo43-dihydro- 
2-benzof uran-5-yl)-l ,1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'<l-cyanocyclopropyl)-N^-{(lS)4-[4H14-dimethyl-3-oxo-13-dihydro-2^ 
5 benzof uran-5-yl)- 1 , 1 -bi phenyl -4-yI]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4H14-diethyl-3-oxo-13-dihydro^^^ 
benzofuran-5-yl)- 1 , 1 -biphenyl-4-yl] -2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

10 N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Kl-oxo-13-dihydr^ 
2-benzof uran-5-yl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4'-(3,3-dimethyl-l-oxo-l,3-dihydro-2- 
benzofuran-5-yl)-l , 1 -biphenyl-4-yl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

15 

N^-(l-cyanocyclopropyl)-N^-{(lS)-l-[4'-(3,3-diethyl-l-oxo-l,3-dihydro-2- 
benzofuran-5-yl)-l , 1 -biphenyI-4-yI]-2,2,2-trifluoroethyl } -4-fluoro-L-Ieucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-oxo-2,5- 
20 dihydrof uran-3-yl)phenyl]ethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(2,2-dimethyl-5-oxo-2,5-dihydn)furan-3- 
yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

25 -(l-cyanocyclopropyl)-N^- { (IS)- 1 -[4-(2,2-diethyl-5-oxo-2,5-dihydrofuran-3- 
yl)phenyi]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N*-(l-cyanocyclopropyl)-4-fluon)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-oxo-2,5- 
dihydrof uran-3-yl)phenyl]ethyl } -L-leucinamide; 

30 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(5,5-dimethyl-2-oxo-2,5-dihydrofuran-3- 
yI)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(5,5-diethyl-2-oxo-2,5-dihydrofuran-3- 
35 yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 
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N * -( 1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4-(5-ox(>-4-- 
oxaspiro[2.4]hept-6-en-7-yl)phenyI]ethyl } -L-leucinamide; 

-( 1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- l-[4-(6-oxo-5- 
5 oxaspiro[3.4]oct-7-en-8-yl)phenyl]ethyI } -L-leucinamide; 

N^-(l-cyanocyclopmpyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-oxo-4- 
oxaspiro[2.4]hept-6-en-6-yl)phenyl]ethyl}-L-leucinamide; 

10 N^-(l-cyan()cyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-oxo-5- 
oxaspiro[3.4]oct-7-en-7-yl)phenyl]ethyl}-L-leucinamide; 

N ' -( 1 -cyanocyclopropyl)-4-fluoro-N^-[( 1 S)-2,2,2-trifluoro- 1 -(4-quinolin-6- 
ylphenyl)ethyl]-L-leucinainide; 

15 

N'-(l-cyanocyclopropyl)-4-nuoro-N^-{(lS)-2,2,2-trifluoro-l-[4'-(methylsulfinyl)-l^ 
biphenyl-4-yl]ethyl ) -L-leucinamide; 

N^.[(lS)-l-(4'-acetyl-l,l'-biphenyM-yl)-2,2,2-trifluoroethyl]-N^-(l- 
20 cyanocycIopropyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6-yIphenyl)ethyl]-L- 
leucinamide; 

25 N^-[(lS)-l-(4-bromophenyl)-2,2.2-trifluoroethyl]-N*-(l-cyanocyclopropyl)-4,4- 
difluoro-L-norvalinamide; 

N'Kl<yancK:yclopropyl)-4,4.difluom-N^-{(lS)-2,2,2-trifluoro-l-[4Mmethylthi 
biphenyl-4-yl]ethyl }-L-norvalinamide; 

30 

N'-(l<yan(>cyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(met^ 
1 , 1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

N'-[(lS)-l-cyano-3-(methylsulfonyl)propyl]-N^-{(lS).2,2>trifluoro-l-[4'- 
35 (methylsulfonyl)-l ,1 -biphenyl-4-yl]ethyl } -L-leucinamide; 
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N*-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluorO"l-(4-quinolin-6- 
ylphenyl)ethyl]-L-leucinaniide; 

5 -(1 -cyanocyclopropyl)-4-fluoro-N^- { (1 S)-2,2.2-trifluorchl -[4 -(methylsulfinyl)- 1.1'. 
biphenyl-4-yl]ethy]}-L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxyethyl)-l,l- 
biphenyl-4-yl]ethyl }-L-leucinamide; 

10 

N^-[(lS)-l-(4'-acetyl-ia'-biphenyl-4-yl)-2,2,2-trifluon)ethyl]-N'-^ 
cyanocyclopropyl)-L-leucinamide; 

N'-(l-cyancK:yclopropyI)-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6-ylphenyl)ethyl]-L- 
15 leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(l-cyanocyclopropyl)-4,4- 
difluoro-L-norvalinamide; 

20 N^.(l-cyanocyclopropylH,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methy^ 
biphenyl-4-yl]ethyl }-L-norvalinamide; 

N ^ -( 1 -cyanocyclopropyl)-4,4-difluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4 '-(methylsulfonyl)- 
l,r.biphenyl-4-yl]ethyl}-L-norvalinamide; 

25 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[5-methyl-6- 
(methylsulfonyl)pyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

N'-(l-cyanocyclopropylH-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[6Kl-hy*^ 
30 methylethyI)-5-methylpyridin-3-yllphenyl } ethyl)-L-Ieucinamide; 

N'.(lH:yan(x:yclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluon)-l-(4-fluoro-14'^^^ 
4-yl)ethyl]-L-leucinamide; 
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N*<l-cyanocyclopropyl)-4-nuoro-N^M(lS)-2,2,2-trifluoro-l-[3-methyl-4- 
(methylsulfonyl)-l,l -biphenyl-4-yl]ethyl}-L-leucinamide; 

N ' -(1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4-(6-methylpyridin-3- 
5 yl)phenyl]ethyl }-L-leucinamide; 

N^-(l-cyanc)cyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluon>-l-[4^meA 
biphenyl-4-yl]ethyl }-L-leucinamide; 

10 N*-(l-cyanocyclopropyl)-4-fluor(>-N^-{(lS)-2,2,2-trifluon)-l-[4Kl-^ 
methylethyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-(l<yanocyclopropyl)-4-fluorc>-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methylquinolin^ 
yl)phenyl]ethyl }-L-leucinaniide; 

15 

N^-[(lS)4-(4-bromophenyl)-2.2,2-trifluoroethyl]-N'-(cyanomethyl)-4,4-difluoro-L- 
norvalinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[( 
20 hydroxyethyl]-l,l -biphenyl-4-yl }ethyl)-L-leucinamide; 

N'-(l-cyancK:yclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[(lR)-l- 
hydroxyethyl]-! , 1 -biphenyl-4-yl }ethyl)-L-leucinamide; 

25 N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Htrifluoroacetyl>l.^ 
biphenyl-4-yl]ethyl }-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS>2,2,2-trifluoro-l-[5-(2-naphthyl)pyridin-2- 
yl]ethyl }-L-]eucinamide; 

30 

N'-(cyanomethyl)-4,4-difluoro-N^-{ (lS)-2,2,2-trifluoro- l-[4Hmethylth 1 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

N*Kcyanomethyl)-4.4HJifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Hmethyk^^^ 
35 biphenyl-4-yl]ethyl } -L-norvalinamide; 
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N * -( 1 -cyancK:yclopropyl)-4"fluoro-N^- { (1 S)-2,2,2-trifluoro-l -[4-(5-m^ 
thiazol-2-yl)phenyl]ethyl)-L-leucinamicle; 

5 N'-(l<yanocyclopropyl)-N^-{(lS)-l-[4-(lJ-dioxido-3-oxo-23-dihydro-l,2- 
benzisothiazol-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N^-[(4-bit)mophenyl)(phenyl)methyl]-N'-(l-cyanocyclopropyl)-L4eucinamide; 

10 N*-(l<yanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-methy^ 
4-yl)ethyl]-L-leucinamide; 

N^-[(lS)-lKl,l-biphenyl-4-yl)-2,2,2-trifluoroe%l]-N^-(l-cyanocyclo^^ 
fluoro-L-leucinamide; 

15 

N^M(lS)-l-[4K5-chloropyridin-2-yl)phenyl]-2,2,2-trifluon)e%l}-N 
cyanocyclopropyl)-4-fluoro-L-leucinainide; 

N'-(l-cyanocyclopropyl)-4-fiuoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin^- 
20 ylphenyl)ethyl]-L-leucinainide; 

N ' -( 1 -cyanocyclopropyl)-4-fluoro-N^-(( 1 S)-2,2,2-trifluoro- 1 - { 4 - 
[(methylsulfonyl)ainino]- 1 , 1 -biphenyl-4-yl } ethyl)-L-leucinainide; 

25 N^-[(lS)-l-(4-bromophenyl)-2,2-difluoroethyl]-N*-(l-cyanocyclopropyl)-L- 
leucinamide; 

N'Kl-^yanocyclopix>pyl)-N^-{(lS)-2,2-difluoro-l-[4-(methylthio)-14-bip 
yl]ethyl }-I^leucinamide; 

30 

N ' -( 1 -cyanocyclopropyl)-4-fluoro-N^-[( 1 S)-2,2,2-trifI uoro- 1 -(4-pyriinidin-5- 
ylphenyl)ethyl]-l^leucinamide; 

N^.[(iS>l-(4'.acetyl-ia'-biphenyl-4-yl)-2,2,2-trifluoroethyI]-N^Kl- 
35 cyanocyclopropyl)-4-fluoro-L-leucinamide; 
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N*-(l-cyanocyclopropylH-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3Hl-hydroxyet^ 
1 ,1 -biphenyl-4-yl]ethyl }-L-leucinainide; 

5 N^-[(lS)-l-(4-acetyl-14-biphenyl-4-yl>2,2-difluoroethyl]-N'~(l^^ 
Ueucinamide; 

N'Kl-cyanocyclopropyl)-N^-{(lS)4-[4-(3,5-dimethylisoxazol-4-yl)phenyl]-2,2,2- 
trifluoroethyl } -4-fluoro-L-leucinamide; 

10 

N^-[(lS)-l<;yano-3-(methylsuIfonyl)propyl]-N^-{(lS)-2,2,2-trifl 
(methylsulfonyl)-l,l -biphenyl-4-yl]ethyl } -L-leucinamide; 

-( 1 -cyanocyclopropyl)-4-fluoro-N^-[( lS)-2,2,2-trifluoro- 1 -(4-quinolin-6- 
1 5 ylphenyl)ethyl]-L-leucinainide; 

-( 1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4 -(methylsulfinyl)- 1,1- 
biphenyl-4-yl]ethyn -L-leucinamide; 

20 N^-(l-cyanocyclopropyl>N^-{(lS)-2,2,2-trifluom-l-[4Kl-hydroxye^^^^^ 
biphenyl-4-yI]ethyl } -L-leucinamide; 

N^-[(lS)-l-(4'-acetyl-ia-biphenyl-4-yl)-2,2.2-trifluoroethyll-N"-(l^ 
cyanocyclopropyl)-L-leucinamide; 

25 

N*-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6-ylphenyl)ethyl]-L- 
leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(l-^yanocyclopropylM 
30 difluoro-L-norvalinamide; 

N'-(l-cyanocyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4KmethyIthio^^ 
biphenyl-4-yl]ethyl }-L-norvalinamide; 
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N'-(l-cyanocyclopropyI)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'-(methylsulfonyl)- 
1 , 1 '-biphenyl-4-yl]ethyl } -L-norvalinamide; 

N*-(l -cyanocyclopropyl)-4-fluoro-N^-((l S)-2,2,2-trifluoro-l -{ 4-[5-methyl-6- 
5 (methylsiilfonyl)pyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

N'-(l-cyan(xyclopropyl)-4-fluoro-N^-((lS)-2,2^-trifluoro-l-{4-[6-(l-hydroxy-l- 
raethyIethyl)-5-methylpyridin-3-yl]phenyI}ethyl)-I^leucinainide; 

10 N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4'-fluoro-l,l'-biphenyl- 
4-yl)ethyI]-L-Ieucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3-methyI-4'- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl } -L-Ieucinamide; 

15 

N'-(l-cyanocycIopropylH-fluoro-N^-{(lS)-2,2.2-trifluoix)-l-[4-(6-methylpyridin-3- 
yl)phenyl]ethyl }-I^leucinamide; 

N' -(l-cyanocyclopropylH-fluoro-N^- { (lS)-2,2^-trifluoro-l-[4 -(methylthio)-! , 1 
20 biphenyl-4-yl]ethyI }-L-leucinainide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l- 
methylethyl)-! ,1 '-biphenyl-4-yl]ethyl}-I^Ieucinamide; 

25 N'-(l-cyanocyclopropyI)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methyIquinolin-7- 
yl)phenyl]ethyl}-L-Ieucinaniide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'-(cyanomethyl)-4,4^fluoro-L- 
norvalinamide; 

30 

N'-(l-cyanocyc]opropyl)-4-fluoro-N^-((lS)-2,2.2-trifluoro-l-{4-[(lS)-l- 
hydroxyethyl]-l ,r-biphenyl-4-yl }ethyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4'-[(lR)-l- 
35 hydroxyethyl]-l,l'-biphenyl-4-yl}ethyl)-L-leucinamide; 
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N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(trifluoroacetyI)-l,l- 
biphenyl-4-yl]ethyl }-L-leucinamide; 

5 N'-(l<yanocyclopropyl)-N^-{ (lS>2^,2-trifluoro-l-[5-(2-naphthyI)pyridin-2- 
yljethyl }-L-leucinanude; 

N'-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2,2,2-triflu()ro-l-[4'-(methylthio)-l.l- 
biphenyl-4-yI]ethyl }-L-norvalinaniide; 

10 

N'-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2.2,2-trifluoro-l-[4'-(methyIsulfonyl)-l,l'- 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

N'.(l-cyanocyc]opropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-methyl-l,3- 
15 thiazol-2-yl)phenyl]ethyl } -L-Ieucinamide; 

N'-(l-cyanocyclopropyl)-N^.{(lS)-l-[4-(l,l-dioxido-3-oxo-2^-dihydro-l,2- 
ben2isothia2ol-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fIuoro-L-leucinamide; 

20 N^-I(4-bromophenyl)^henyl)methyl]-N'-(l-cyanocyclopropyl)-L-leucinaniide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2.2-trifluoro-l-(4-methyl-l,r-biphenyl- 
4-yl)ethyl]-L-leucinamide; 

25 N^-[(lS)-l-(l,l'-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N'-(l-cyaiiocyclopropyl)-4- 
fluoro-L-leucinatnide; 

N^-{(lS)-l-[4-(5-chloropyridin-2-yl)phenyl]-2,2,2-trifluoroethyl}-N'-(l- 
cyanocyclopropyl)-4-fluoio-L-leucinamide; 

30 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4- 
ylphenyl)ethyl]-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4- 
35 [(methylsulfonyl)amino]-l,l '-biphenyl-4-yl )ethyl)-L-leucinamide; 
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N^-[( 1 S )- 1 -(4-.bromophenyl)-2,2-difluoroethyl]-N' -( 1 -cyanocyclopropyl)-L- 
leucinamide; 

5 N* -( 1 -cyanocyclopropyl)-N^- { (1 S)-2,2-clifluoro-l -[4 -(methylthio)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyrimidin-5- 
ylphenyl)ethyl]-L-leucinaniide; 

10 

N^-[(lS)-l-(4'-acetyl-ia'-biphenyl-4-yl)-2,2,2-trifluoroeU^^^^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3-(l-hydroxye%^ 
15 1,1 -biphenyl-4-yl]ethyl } -L-Ieucinamide; 

N^-[(lS)-l-(4-acetyl-14-biphenyl-4"yl)-2,2-difluorc^thyl]-N*-(l-cyanocycl^ 
L-leucinamide; 

20 N'-(l-cyancK:ycIopropyl)-N^M(lS>l-[4-(3,5-dmethylisoxazol-4-yl)phenyl]-2,2,^ 
trifluoroethyl }-4-fluoro-L-leucinaniide; 

and the pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives 
thereof. 

25 Also included within the scope of the present invention is a 

pharmaceutical composition which is comprised of a compound of Fomiula I as 
described above and a pharmaceutically acceptable carrier. The invention is also 
contemplated to encompass a pharmaceutical composition which is comprised of a 
pharmaceutically acceptable carrier and any of the compounds specifically disclosed 

30 in the present application. These and other aspects of the invention will be apparent 
from the teachings contained herein. 

Utilities 

The compounds of the present invention are inhibitors of cathepsins 
35 and are therefore useful to treat or prevent cathepsin dependent diseases or conditions 
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in mammals, preferably humans. Specifically, the compounds of the present 
invention are inhibitors of Cathepsin K and are therefore useful to treat or prevent 
Cathepsin K dependent diseases or conditions in mammals, preferably humans. 

"Cathepsin dependent diseases or conditions" refers to pathologic 
5 conditions that depend on the activity of one or more cathepsins. "Cathepsin K 
dependent diseases or conditions" refers to pathologic conditions that depend on the 
activity of Cathepsin K. Diseases associated with Cathepsin K activities include 
osteoporosis, glucocorticoid induced osteoporosis, Paget' s disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 

10 arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
bone disease, hypercalcemia of malignancy, and multiple myeloma. In treating such 
conditions with the instantly claimed compounds, the required therapeutic amount 
will vary according to the specific disease and is readily ascertainable by those skilled 
in the art. Although both treatment and prevention are contemplated by the scope of 

15 the invention, the treatment of these conditions is the preferred use. 

An embodiment of the invention is a method of inhibiting cathepsin 
activity in a mammal in need thereof, comprising administering to the mammal a 
therapeutically effective amount of any of the compounds or any of the 
pharmaceutical compositions described above. 

20 A class of the embodiment is the method wherein the cathepsin activity 

is cathepsin K activity. 

Another embodiment of the invention is a method of treating or 
preventing cathepsin dependent conditions in a mammal in need thereof, comprising 
administering to the mammal a therapeutically effective amount of any of the 

25 compounds or any of the pharmaceutical compositions described above. 

A class of the embodiment is the method wherein the cathepsin activity 
is cathepsin K activity. 

Another embodiment of the invention is a method of inhibiting bone 
loss in a mammal in need thereof, comprising administering to the mammal a 

30 therapeutically effective amount of any of the compounds or any of the 

pharmaceutical compositions described above. Another embodiment of the invention 
is a method of reducing bone loss in a manmial in need thereof, comprising 
administering to the mammal a therapeutically effective amount of any of the 
compounds or any of the pharmaceutical compositions described above. The utility of 

35 cathepsin K inhibitors in the inhibition of bone resorption is known in the literature, 
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see Stroup, G.B., Lark, M.W., Veber, DR, Bhattacharrya, A.. Blake, S., Dare, L.C., 
Erhard, K.R, Hoffman, SJ., James. LE.. Marquis, R.w., Ru, Y., Vasko-Moser, J.A., 
Smith, B.R., Tomaszek, T. and Gowen, M. Potent and selective inhibition of human 
cathepsin K leads to inhibition of bone resorption in vivo in a nonhuman primate. J. 
5 Bone Miner. Res., 16:1739-1746;2001; and Votta. BJ., Levy, M.A., Badger, A., 
Dodds, R.A., James. I.E., Thompson, S., Bossard, M.J., Carr, T., Connor, J.R., 
Tomaszek, T.A., Szewczuk, L., Drake, RH., Veber, D., and Gowen, M. Peptide 
aldehyde inhibitors of cathepsin K inhibit bone resoiption both in vivo and in vitro. J. 
Bone Miner. Res. 12:1396-1406; 1997. 

10 Another embodiment of the invention is a method of treating or 

preventing osteoporosis in a mammal in need thereof, comprising administering to the 
mammal a therapeutically effective amount of any of the compounds or any of the 
above pharmaceutical compositions described above. The utility of cathepsin K 
inhibitors in the treatment or prevention of osteoporosis is known in the literature, see 

15 Saftig, P., Hunziker, E., Wehmeyer, O., Jones, S., Boyde, A., Ronmierskirch, W., 

Moritz, J.D., Schu, P., and Vonfigura, K. Impaired osteoclast bone resorption leads to 
osteoporosis in cathepsin K-deficient mice. Proc. Natl. acad. Sci. USA 95:13453- 
13458; 1998. 

Another embodiment of the invention is a method of treating or 

20 preventing rheumatoid arthritic condition in a mammal in need thereof, comprising 
administering to the mammal a therapeutically effective amount of any of the 
compounds or any of the pharmaceutical compositions described above. It is known 
in the literature that progressive destruction of the periarticular bone is a major cause 
of joint dysfunction and disability in patients with rheumatoid arthritis (RA), see 

25 Goldring SR, " Pathogenesis of bone erosions in rheumatoid arthritis". Curr. Opin. 
Rheumatol. 2002; 14: 406-10, Analysis of joint tissues from patients with RA have 
provided evidence that cathepsin K positive osteoclasts are the cell types fliat mediate 
the focal bone resorption associated with rheumatoid synovial lesion, see Hou, W-S, 
Li, W, Keyszer, G, Weber, E, Levy, R, Klein, MJ, Gravallese, EM. Goldring, SR, 

30 Bromme, D, "Comparision of Cathepsin K and S expression within the Rheumatoid 
and Osteoarthritic Synovium", Arthritis Rheumatism 2002; 46: 663-74. In addition, 
generalized bone loss is a major cause of morbility associated with severe RA. The 
frequency of hip and spinal fractures is substantially increased in patients with chronic 
RA, see Gould A, Sambrook, P, Devlin J et al, " Osteoclastic activation is the 

35 principal mechanism leading to secondary osteoporosis in rheumatoid arthritis''. J. 
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Rheumatol. 1998; 25: 1282-9. The utility of cathepsin K inhibitors in the treatment 
or prevention of resorption in subarticular bone and of generalized bone loss represent 
a rational approach for pharmacological intervention on the progression of rheumatoid 
arthritis. 

5 Another embodiment of the invention is a method of treating or 

preventing the progression of osteoarthritis in a mammal in need thereof, comprising 
administering to the manmial a therapeutically effective amount of any of the 
compounds or any of the pharmaceutical compositions described above. It is known 
in the literature that osteoarthritis (OA) is accompanied with a well-defined changes 
10 in the joints, including erosion of the articular ciartilage surface, peri-articular 

endochondral ossification/osteophytosis, and subchondral bony sclerosis and cyst 
formation, see Oettmeier R, Abendroth, K, " Osteoarthritis and bone: osteologic types 
of osteoarthritis of the hip". Skeletal Radiol. 1989; 18: 165-74. Recently, the 
potential contribution of subchondral bone sclerosis to the initiation and progression 

15 of OA have been suggested. Stiffened subchondral bone as the joint responding to 
repetitive impulsive loading, is less able to attenuate and distribute forces through the 
joint, subjecting it to greater niechanical stress across the articular cartilage surface. 
This in turn accelerates cartilage wear and fibrillate, see Radin, EL and Rose RM, " 
Role of subchondral bone in the initiation and progression of cartilage damage". Clin. 

20 Orthop. 1986; 213: 34-40. Inhibition of excessive subarticular bone resorption by an 
anti-resorptive agent such as a cathepsin K inhibitor, will lead to inhibition of 
subchondral bone turnover, thus may have a favorable impact on OA progression. In 
addition to the above hypothesis, cathepsin K protein expression was recently 
identified in synovial fibroblasts, macrophage-like cells, and chondrocytes from 

25 synovium and articular cartilage specimens derived from OA patients, see Hou, W-S, 
U, W, Keyszer, G. Weber, E, Levy, R, Klein, MJ, Gravallese, EM, Goldring, SR, 
Bromme, D, "Comparison of Cathepsin K and S expression within the Rheumatoid 
and Osteoarthritic Synovium", Arthritis Rheumatism 2002; 46: 663-74; and Dodd, 
RA, Connor, JR, Drake, FH, Gowen, M, "Expression of Cathepsin K messenger RNA 

30 in giant cells and their precursors in human osteoarthritic synovial tissues". Arthritis 
Rheumatism 1999; 42: 1588-93; and Konttinen, YT, Mandelin, J, Li. T-F, Salo, J, 
Lassus, J et al. "Acidic cysteine endoproteinase cathepsin K in the degeneration of the 
superficial articular hyaline cartilage in osteoarthritis", Arthritis Rheumatism 2002; 
46: 953-60. These recent studies thus implicated the role of cathepsin K in the 

35 destruction of collagen type n in the articular cartilage associated with the progression 
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of osteoarthritis. The utility of cathepsin K inhibitors in the treatment or prevention 
of osteoarthritis as described in this invention thus comprise of two different 
mechanisms, one is on the inhibition of osteoclast-driven subchondral bone turnover, 
and two is on the direct inhibition of collagen type n degeneration in the synovium 
5 and cartilage of patients with OA. 

Another embodiment of the invention is a method treating cancer in a 
manmial in need thereof, comprising administering to the mammal a therapeutically 
effective amount of any of the compounds or any of the pharmaceutical compositions 
described above. It is known in the literature that cathepsin K is expressed in human 

10 breast carcinoma, see Littlewood-Evans AJ, Bilbe G, Bowler WB, Farley D, 
Wlodarski B, Kokubo T, Inaoka T, Sloane J, Evans DB, Gallagher JA, *The 
osteoclast-associated protease cathepsin K is expressed in human breast carcinoma." 
Cancer Res 1997 Dec l;57(23):5386-90. 

Exemplifying the invention is the use of any of the compounds 
described above in the preparation of a medicament for the treatment and/or 

IS prevention of osteoporosis in a manmial in need thereof. Still further exemplifying 
the invention is the use of any of the compounds described above in the preparation of 
a medicament for the treatment and/or prevention of: bone loss, bone resorption, bone 
fractures, metastatic bone disease and/or disorders related to cathepsin functioning. 

The compounds of this invention may be administered to manmials, 

20 preferably humans, either alone or, preferably, in combination with pharmaceutically 
acceptable carriers or diluents, optionally with known adjuvants, such as alum, in a 
pharmaceutical composition, according to standard pharmaceutical practice. The 
compounds can be administered orally or parenterally, including the intravenous, 
intramuscular, intraperitoneal, subcutaneous, rectal and topical routes of 

25 administration. 

In the case of tablets for oral use, carriers which are conunonly used 
include lactose and com starch, and lubricating agents, such as magnesium stearate, 
are commonly added. For oral administration in capsule form, useful diluents include 
lactose and dried com starch. For oral use of a therapeutic compound according to 
30 this invention, the selected compound may be administered, for example, in the form 
of tablets or capsules, or as an aqueous solution or suspension. For oral 
administration in the fonm of a tablet or capsule, the active drug component can be 
combined with an oral, non-toxic, pharmaceutically acceptable, inert carrier such as 
lactose, starch, sucrose, glucose, methyl cellulose, magnesium stearate, dicalcium 
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phosphate, calcium sulfate, mannitol, sorbitol and the like; for oral administration in 
liquid form, the oral drug components can be combined with any oral, non-toxic, 
pharmaceutically acceptable inert carrier such as ethanol, glycerol, water and the like. 
Moreover, when desired or necessary, suitable binders, lubricants, disintegrating 
5 agents and coloring agents can also be incorporated into the mixture. Suitable binders 
include starch, gelatin, natural sugars such as glucose or beta-lactose, com sweeteners, 
natural and synthetic gums such as acacia, tragacanth or sodium alginate, 
carboxymethylcellulose, polyethylene glycol, waxes and the like. Lubricants used in 
these dosage forms include sodium oleate, sodium stearate, magnesium stearate, 
sodium benzoate, sodium acetate, sodium chloride and the like. Disintegrators 
include, without limitation, starch, methyl cellulose, agar, bentonite, xanthan gum and 
the like. When aqueous suspensions are required for oral use, the active ingredient is 
combined with emulsifying and suspending agents. If desired, certain sweetening 
and/or flavoring agents may be added. For intramuscular, intraperitoneal, 
subcutaneous and intravenous use, sterile solutions of the active ingredient are usually 
prepared, and the pH of the solutions should be suitably adjusted and buffered. For 
intravenous use, the total concentration of solutes should be controlled in order to 
render the preparation isotonic. 

The compounds of the present invention can also be administered in 
the form of liposome delivery systems, such as small unilamellar vesicles, large 
unilamellar vesicles and multilamellar vesicles. Liposomes can be formed from a 
variety of phospholipids, such as cholesterol, stearylamine or phosphatidylcholines. 

Compounds of the present invention may also be delivered by the use 
of monoclonal antibodies as individual carriers to which the compound molecules are 
coupled. The compounds of the present invention may also be coupled with soluble 
polymers as targetable drug carriers. Such polymers can include 
polyvinylpyrrolidone, pyran copolymer, polyhydroxypropylmethacrylamide-phenol, 
polyhydroxy-ethylaspartamide-phenol, or polyethyleneoxide-polylysine substituted 
with palmitoyl residues. Furthermore, the compounds of the present invention may be 
coupled to a class of biodegradable polymers useful in achieving controlled release of 
a drug, for example, polylactic acid, polyglycolic acid, copolymers of polyactic and 
polyglycolic acid, polyepsilon caprolactone, polyhydroxy butyric acid, 
polyorthoesters, polyacetals, polydihydropyrans, polycyanoacrylates and crosslinked 
or amphipathic block copolymers of hydrogels. 
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The instant compounds are also useful in combination with known 
agents useful for treating or preventing osteoporosis, glucocorticoid induced 
osteoporosis, Paget' s disease, abnormally increased bone turnover, periodontal 
disease, tooth loss, bone fractures, rheumatoid arthritis, osteoarthritis, periprosthetic 
5 osteolysis, osteogenesis imperfecta, metastatic bone disease, hypercalcemia of 
malignancy, and multiple myeloma. Combinations of the presently disclosed 
compounds with other agents useful in treating or preventing osteoporosis or other 
bone disorders are within the scope of the invention. A person of ordinary skill in the 
art would be able to discern which combinations of agents would be useful based on 
the particular characteristics of the drugs and the disease involved. Such agents 
include the following: an organic bisphosphonate; an estrogen receptor modulator; an 
androgen receptor modulator; an inhibitor of osteoclast proton ATPase; an inhibitor of 
HMG-CoA reductase; an integrin receptor antagonist; an osteoblast anabolic agent, 
such as PTH; and the pharmaceutically acceptable salts and mixtures thereof. A 
preferred combination is a compound of the present invention and an organic 
bisphosphonate. Another preferred combination is a compound of the present 
invention and an estrogen receptor modulator. Another preferred combination is a 
compound of the present invention and an androgen receptor modulator. Another 
preferred combination is a compound of the present invention and an osteoblast 
anabolic agent. 

"Organic bisphosphonate" includes, but is not limited to, compounds 
of the chemical formula 



PO3H2 

I 

A-(CH2)„-C-X 

PO3H2 



wherein n is an integer from 0 to 7 and wherein A and X are independently selected 
from the group consisting of H, OH, halogen, NH2, SH, phenyl, C1-C30 alkyl, C3- 

C30 branched or cycloalkyl, bicyclic ring structure containing two or three N, C1-C30 
substituted alkyl, Cl-ClO alkyl substituted NH2,' C3-C10 branched or cycloalkyl 
substituted NH2, Cl-ClO dialkyl substituted NH2. Cl-ClO alkoxy, Cl-ClO alkyl 
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substituted thio, thiophenyl, halophenylthio, CI -CIO alkyl substituted phenyl, pyridyl, 
furanyl, pyrrolidinyl, imidazolyl, imidazopyridinyl, and benzyl, such that both A and 
X are not selected from H or OH when n is 0; or A and X are taken together with the 
carbon atom or atoms to which they are attached to form a C3-C10 ring. 
5 In the foregoing chemical formula, the alkyl groups can be straight, 

branched, or cyclic, provided sufficient atoms are selected for the chemical formula. 
The C1-C30 substituted alkyl can include a wide variety of substituents, nonlimiting 
examples which include those selected from the group consisting of phenyl, pyridyl, 
furanyl, pyrrolidinyl, imidazonyl, NH2» Cl-ClO alkyl or dialkyl substituted NH2f OH, 

10 SH, and Cl-ClO alkoxy. 

The foregoing chemical formula is also intended to encompass 
complex carbocyclic, aromatic and hetero atom structures for the A and/or X 
substituents, nonlimiting examples of which include naphthyl, quinolyl, isoquinolyl, 
adamantyl, and chlorophenylthio. 

15 Pharmaceutically acceptable salts and derivatives of the 

bisphosphonates are also useful herein. Non-limiting examples of salts include those 
selected from the group consisting alkali metal, alkaline metal, ammonium, and 
mono-, di-, tri-, or tetra-Cl-C30-alkyl-substituted ammonium. Preferred salts are 
those selected from the group consisting of sodium, potassium, calcium, magnesium, 

20 and ammonium salts. More preferred are sodium salts. Non-limiting examples of 
derivatives include those selected from the group consisting of esters, hydrates, and 
amides. 

It should be noted that the terms "bisphosphonate" and 
"bisphosphonates", as used herein in referring to the therapeutic agents of the present 

25 invention are meant to also encompass diphosphonates, biphosphonic acids, and 
diphosphonic acids, as well as salts and derivatives of these materials. The use of a 
specific nomenclature in referring to the bisphosphonate or bisphosphonates is not 
meant to limit the scope of the present invention, unless specifically indicated. 
Because of the mixed nomenclature currently in use by those of ordinary skill in the 

30 art, reference to a specific weight or percentage of a bisphosphonate compound in the 
present invention is on an acid active weight basis, unless indicated otherwise herein. 
For example, the phrase "about 5 mg of a bone resorption inhibiting bisphosphonate 
selected from the group consisting of alendronate, pharmaceutically acceptable salts 
thereof, and mixtures thereof, on an alendronic acid active weight basis" means that 
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the amount of the bisphosphonate compound selected is calculated based on 5 mg of 
alendronic acid. 

Non-limiting examples of bisphosphonates useful herein include the 

following: 

5 Alendronic acid, 4-amino-l-hydroxybutylidene-l ,1-bisphosphonic 

acid. 

Alendronate (also known as alendronate sodium or alendronate 
monosodium trihydrate), 4-amino-l-hydroxybutylidene-l,l-bisphosphonic acid 
monosodium trihydrate. 
10 Alendronic acid and alendronate are described in U.S. Patents 

4,922,007, to Kieczykowski et al., issued May 1, 1990; 5,019,651, to Kieczykowski et 
aL, issued May 28, 1991; 5,510,517, to Dauer et al., issued April 23, 1996; 5,648,491, 
to Dauer et al., issued July 15, 1997, all of which are incorporated by reference herein 
in their entirety. 

15 Cycloheptylaminomethylene-l,l-bisphosphonic acid, YM 175, 

Yamanouchi (incadronate, formeriy known as cimadronate), as described in U.S. 
Patent 4,970,335, to Isomura et al., issued November 13, 1990, which is incorporated 
by reference herein in its entirety. 

l,l-dichloromethylene-l,l-diphosphonic acid (clodronic acid), and the 
20 disodium salt (clodronate, Procter and Gamble), are described in Belgium Patent 

672,205 (1966) and 7. Org. Chem 32, 4111 (1967), both of which are incorporated by 
reference herein in their entirety. 

l-hydroxy-3-(l-pyrrolidinyl)-propylidene-l,l-bisphosphonic acid (EB- 

1053). 

25 l-hydroxyethane-l,l-diphosphonic acid (etidronic acid). 

1 -hydroxy-3-(N-methyl-N-pentylamino)propylidene- 1 , 1 -bisphosphonic 
acid, also known as BM-2 10955, Boehringer-Mannheim (ibandronate), is described in 
U.S. Patent No. 4,927,814, issued May 22, 1990, which is incorporated by reference 
herein in its entirety. 

30 1 -hydroxy-2-imidazo-( 1 ,2-a)pyridin-3-yethylidene (minodronate). 

6-amino-l-hydroxyhexylidene-l,l-bisphosphonic acid (neridronate). 
3-(dimethylamino)-l-hydroxypropylidene-l,l-bisphosphonic acid 

(olpadronate). 

3-amino-l-hydroxypropylidene- 1,1 -bisphosphonic acid (pamidronate). 
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[2-(2-pyridinyl)ethylidene]-l,l-bisphosphonic acid (piridronate) is 
described in U.S. Patent No. 4,761,406, which is incorporated by reference in its 
entirety. 

1 -hydroxy-2-(3-pyridinyl)-ethylidene- 1 , 1 -bisphosphonic acid 

5 (risedronate). 

(4-chlorophenyI)thiomethane-l,l-disphosphonic acid (tiludronate) as 
described in U.S. Patent 4,876,248, to Breliere et al., October 24, 1989, which is 
incorporated by reference herein in its entirety. 

1 -hydroxy-2-( IH-imi dazol- 1 -yl)ethyli dene- 1 , 1 -bisphosphonic acid 

10 (zoledronate). 

Nonlimiting examples of bisphosphonates include alendronate, 
cimadronate, clodronate, etidronate, ibandronate, incadronate, minodronate, 
neridronate, olpadronate, pamidronate, piridronate, risedronate, tiludronate, and 
zolendronate, and pharmaceutically acceptable salts and esters thereof. A particularly 

15 preferred bisphosphonate is alendronate, especially a sodium, potassium, calcium, 
magnesium or ammonium salt of alendronic.acid. Exemplifying the preferred 
bisphosphonate is a sodium salt of alendronic acid, especially a hydrated sodium salt 
of alendronic acid. The salt can be hydrated with a whole number of moles of water 
or non whole numbers of moles of water. Further exemplifying the preferred 

20 bisphosphonate is a hydrated sodium salt of alendronic acid, especially when the 
hydrated salt is alendronate monosodium trihydrate. 

It is recognized that mixtures of two or more of the bisphosphonate 
actives can be utilized. 

The precise dosage of the organic bisphosphonate will vary with the 

25 dosing schedule, the particular bisphosphonate chosen, the age, size, sex and 
condition of the mammal or human, the nature and severity of the disorder to be 
treated, and other relevant medical and physical factors. Thus, a precise 
pharmaceutically effective amount cannot be specified in advance and can be readily 
determined by the caregiver or clinician. Appropriate amounts can be determined by 

30 routine experimentation from animal models and human clinical studies. Generally, 
an appropriate amount of bisphosphonate is chosen to obtain a bone resorption 
inhibiting effect, i.e. a bone resorption inhibiting amount of the bisphosphonate is 
administered. For humans, an effective oral dose of bisphosphonate is typically from 
about 1.5 to about 6000 /xg/kg body weight and preferably about 10 to about 2000 

35 Mg/kg of body weight. For alendronate monosodium trihydrate, conmion human 
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doses which are administered are generally in the range of about 2 mg/day to about 40 
mg/day, preferably about 5 mg/day to about 40 mg/day. In the U.S. presently 
approved dosages for alendronate monosodium trihydrate are 5 mg/day for preventing 
osteoporosis, 10 mg/day for treating osteoporosis, and 40 mg/day for treating Paget's 
S disease. 

In alternative dosing regimens, the bisphosphonate can be administered 
at intervals other than daily, for example once-weekly dosing, twice-weekly dosing, 
biweekly dosing, and twice-monthly dosing. In a once weekly dosing regimen, 
alendronate monosodium trihydrate would be administered at dosages of 35 mg^week 

10 or 70 mg/week. 

"Selective estrogen receptor modulators" refers to compounds which 
interfere or inhibit the binding of estrogen to the receptor, regardless of mechanism. 
Examples of estrogen receptor modulators include, but are not limited to, estrogen, 
progestogen, estradiol, droloxifene, raloxifene, lasofoxifene, TSE-424, tamoxifen, 

15 idoxifene, LY353381, LYl 17081, toremifene, fulvestrant, 4-[7-(2,2-dimethyl-l- 

oxopropoxy-4-methyl-2-[4-[2-(l-piperidinyl)ethoxy]phenyl]-2H-l-benzopyran-3-yl]- 
phenyI-2,2-dimethylpropanoate, 4,4'-dihydroxybenzophenone-2,4-dinitrophenyl- 
hydrazone, and SH646. 

An "estrogen receptor beta modulator" is a compound that selectively 

20 agonizes or antagonizes estrogen receptor beta (ERP). Agonizing ERp increases 
transcription of the tryptophan hydroxylase gene (TPH, the key enzyme in serotonin 
synthesis) via an ERP mediated event. Examples of estrogen receptor beta agonists 
can be found in PCT International publication WO 01/82923, which published on 
Novembwer 08, 2001, and WO 02/41835, which published on May 20, 2002, both of 

25 which are hereby incorporated by reference in their entirety. 

"Androgen receptor modulators" refers to compounds which 
interfere or inhibit the binding of androgens to the receptor, regardless of mechanism. 
Examples of androgen receptor modulators include finasteride and other 5a-ieductase 
inhibitors, nilutamide, flutamide, bicalutamide, liarozole, and abiraterone acetate. 

30 "An inhibitor of osteoclast proton ATPase" refers to an inhibitor of the 

proton ATPase, which is found on the apical membrane of the osteoclast, and has 
been reported to play a significant role in the bone resorption process. This proton 
pump represents an attractive target for the design of inhibitors of bone resorption 
which are potentially useful for the treatment and prevention of osteoporosis and 

35 related metabolic diseases. See C. Farina et al., "Selective inhibitors of the osteoclast 
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vacuolar proton ATPase as novel bone antiresorptive agents," DDT, 4: 163-172 
(1999)), which is hereby incorporated by reference in its entirety. 

"HMG-CoA reductase inhibitors" refers to inhibitors of 3-hydroxy-3- 



methylglutaryl-CoA reductase. Compounds which have inhibitory activity for HMG- 
5 CoA reductase can be readily identified by using assays well-known in the aft. For 
example, see the assays described or cited in U.S. Patent 4,231,938 at col. 
6, and WO 84/02131 at pp. 30-33. The terms "HMG-CoA reductase inhibitor"' and 
"inhibitor of HMG-CoA reductase" have the same meaning when used herein. 



10 but are not limited to lovastatin (MEVACOR®; see U.S. Patent Nos. 4,23 1,938. 
4,294,926 and 4,319,039), simvastatin (ZOCOR®; see U.S. Patent Nos. 4,444,784, 
4,820,850 and 4,916,239), pravastatin (FRAVACHOL®; see U.S. Patent Nos. 
4,346,227, 4,537,859, 4,410,629, 5,030,447 and 5,180,589), fluvastatin (LESCOL®; 
see U.S. Patent Nos. 5,354,772, 4,911,165, 4,929,437, 5,189,164, 5,1 18,853, 
5,290,946 and 5,356,896), atorvastatin (LIPITOR®; see U.S. Patent Nos. 5,273,995, 
4,681,893, 5,489,691 and 5,342,952) and cerivastatin (also known as rivastatin and 
BAYCHOL®; see US Patent No. 5,177,080). The structural formulas of these and 
additional HMG-CoA reductase inhibitors that may be used in the instant methods are 
described at page 87 of M. Yalpani, "Cholesterol Lowering Drugs", Chemistry & 
Industry, pp. 85-89 (5 February 1996) and US Patent Nos. 4,782,084 and 4,885,314. 
The term HMG-CoA reductase inhibitor as used herein includes all pharmaceutically 
acceptable lactone and open-acid forms (i.e., where the lactone ring is opened to form 
the free acid) as well as salt and ester forms of compounds which have HMG-CoA 
reductase inhibitory activity, and therefor the use of such salts, esters, open-acid and 
lactone forms is included within the scope of this invention. An illustration of the 
lactone portion and its corresponding open-acid form is shown below as structures I 
and n. 



Examples of HMG-CoA reductase inhibitors that may be used include 






Lactone 
I 



Open-Acid 



n 
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In HMG-CoA reductase inhibitors where an open-acid form can exist, 
salt and ester forms may preferably be formed from the open-acid, and all such forms 
are included within the meaning of the term "HMG-CoA reductase inhibitor" as used 
herein. Preferably, the HMG-CoA reductase inhibitor is selected from lovastatin and 
5 simvastatin, and most preferably simvastatin. Herein, the term "phaimaceutically 
acceptable salts" with respect to the HMG-CoA reductase inhibitor shall mean non- 
toxic salts of the compounds employed in this invention which are generally prepared 
by reacting the free acid with a suitable organic or inorganic base, particularly those 
formed from cations such as sodium, potassium, aluminum, calcium, lithium, 

10 magnesium, zinc and tetramethylanmionium, as well as those salts formed from 
amines such as ammonia, ethylenedi amine, N-methylglucamine, lysine, arginine, 
ornithine, choline, N,N'-dibenzylethylenediamine, chloroprocaine, diethanolamine, 
procaine, N-benzylphenethylamine, l-p-chIorobenzyl-2-pyrrolidine-r-yl-methylbenz- 
imidazole, diethylamine, piperazine, and tris(hydroxymethyl) aminomethane. Further 

15 examples of salt forms of HMG-CoA reductase inhibitors may include, but are not 
limited to, acetate, benzenesulfonate, benzoate, bicarbonate, bisulfate, bitartrate, 
borate, bromide, calcium edetate, camsylate, carbonate, chloride, clavulanate, citrate, 
dihydrochloride, edetate, edisylate, estolate, esylate, fumarate, gluceptate, gluconate, 
glutamate, glycollylarsanilate, hexylresorcinate, hydrabamine, hydrobromide, 

20 hydrochloride, hydroxynapthoate, iodide, isothionate, lactate, lactobionate, laurate, 
malate, maleate, mandelate, mesylate, methylsulfate, mucate, napsylate, nitrate, 
oleate, oxalate, pamaote, palmitate, panthothenate, phosphate/diphosphate, 
polygalacturonate, salicylate, stearate, subacetate, succinate, tannate, tartrate, teoclate, 
tosylate, triethiodide, and valerate. 

25 Ester derivatives of the described HMG-CoA reductase inhibitor 

compounds may act as prodrugs which, when absorbed into the bloodstream of a 
warm-blooded animal, may cleave in such a manner as to release the drug form and 
permit the drug to afford improved therapeutic efficacy. 

As used above, "integrin receptor antagonists'' refers to compounds 

30 which selectively antagonize, inhibit or counteract binding of a physiological ligand to 
the av33 integrin, to compounds which selectively antagonize, inhibit or counteract 

binding of a physiological ligand to the avps integrin, to compounds which 
antagonize, inhibit or counteract binding of a physiological ligand to both the ttyps 
integrin and the ttyPs integrin, and to compounds which antagonize, inhibit or 
35 counteract the activity of the particular integrin(s) expressed on capillary endothelial 
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cells. The term also refers to antagonists of the avp6» otypg, cciPi, a2pl, asPl, 
a^Pl and a6P4 integrins. The term also refers to antagonists of any combination of 
0Cvp3, ocvPs, «vP6, ctvp8, aiPi, a2pl, aspi, a6pl and cc6p4 integrins. H.N. Lode 
and coworkers in PNAS USA 96: 1591-1596 (1999) have observed synergistic effects 
5 between an antiangiogenic av integrin antagonist and a tumor-specific antibody- 
cytokine (interleukin-2) fusion protein in the eradication of spontaneous tumor 
metastases. Their results suggested this combination as having potential for the 
treatment of cancer and metastatic tumor growth. otvp3 integrin receptor antagonists 
inhibit bone resorption through a new mechanism distinct from that of all currently 

10 available drugs. Integrins are heterodimeric transmembrane adhesion receptors that 
mediate cell*<:ell and cell-matrix interactions. The a and P integrin subunits interact 
non-covalently and bind extracellular matrix ligands in a divalent cation-dependent 
manner. The most abundant integrin on osteoclasts is oCvPa (>10VosteocIast), which 
appears to play a rate-limiting role in cytoskeletal organization important for cell 

15 migration and polarization. The oCvPs antagonizing effect is selected from inhibition 
of bone resorption, inhibition of restenosis, inhibition of macular degeneration, 
inhibition of arthritis, and inhibition of cancer and metastatic growth. 

"An osteoblast anabolic agent" refers to agents that build bone, such as 
PTH. The intermittent administration of parathyroid hormone (PTH) or its amino- 

20 terminal fragments and analogues have been shown to prevent, arrest, partially reverse 
bone loss and stimulate bone formation in animals and humans. For a discussion refer 
to D.W. Dempster et al., "Anabolic actions of parathyroid hormone on bone," Endocr 
Rev 14: 690-709 (1993). Studies have demonstrated the clinical benefits of 
parathyroid hormone in stimulating bone formation and thereby increasing bone mass 

25 and strength. Results were reported by RM Neer et al., in New Eng J Med 344 1434- 
1441 (2001). 

In addition, parathyroid hormone-related protein fragments or 
analogues, such as PTHrP-(l-36) have demonstrated potent anticalciuric effects [see 
M.A. Syed et al., "Parathyroid hormone-related protein-(l-36) stimulates renal tubular 
30 calcium reabsorption in normal human volunteers: implications for the pathogenesis 
of humoral hypercalcemia of malignancy," JCEM 86: 1525-1531 (2001)] and may 
also have potential as anabolic agents for treating osteoporosis. 

If formulated as a fixed dose, such combination products employ the 
compounds of this invention within the dosage range described below and the other 
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pharmaceutically active agent(s) within its approved dosage range. Compounds of the 
instant invention may alternatively be used sequentially with known pharmaceutically 
acceptable agent(s) when a combination formulation is inappropriate. 

The term "administration" and variants thereof (e.g., "administering" a 
S compound) in reference to a compound of the invention means introducing the 
compound or a prodrug of the compound into the system of the animal in need of 
treatment. When a compound of the invention or prodrug thereof is provided in 
combination with one or more other active agents (e.g., a cytotoxic agent, etc.), 
"administration" and its variants are each understood to include concurrent and 

10 sequential introduction of the compound or prodrug thereof and other agents. The 
present invention includes within its scope prodrugs of the compounds of this 
invention. In general, such prodrugs will be functional derivatives of the compounds 
of this invention which are readily convertible in vivo into the required compound. 
Thus, in the methods of treatment of the present invention, the term "administering" 

15 shall encompass the treatment of the various conditions described with the compound 
specifically disclosed or with a compound which may not be specifically disclosed, 
but which converts to the specified compound in vivo after administration to the 
patient. Conventional procedures for the selection and preparation of suitable prodrug 
derivatives are described, for example, in "Design of Prodrugs," ed. H. Bundgaard, 

20 Elsevier, 1985, which is incorporated by reference herein in its entirety. Metabolites 
of these compounds include active species produced upon introduction of compounds 
of this invention into the biological milieu. 

As used herein, the term "composition" is intended to encompass a 
product comprising the specified ingredients in the specified amounts, as well as any 

25 product which results, directly or indirectly, from combination of the specified 
ingredients in the specified amounts. 

The term "therapeutically effective amount" as used herein means that 
amount of active compound or pharmaceutical agent that elicits the biological or 
medicinal response in a tissue, system, animal or human that is being sought by a 

30 researcher, veterinarian, medical doctor or other clinician. 

The terms "treating" or "treatment" of a disease as used herein 
includes: preventing the disease, i.e. causing the clinical symptoms of the disease not 
to develop in a mammal that may be exposed to or predisposed tothe disease but does 
not yet experience or display symptoms of the disease; inhibiting the disease, i.e.. 
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arresting or reducing the development of the disease or its clinical symptoms; or 
relieving the disease, i.e., causing regression of the disease or its clinical symptoms. 

The term "bone resorption," as used herein, refers to the process by 
which osteoclasts degrade bone. 
S The present invention also encompasses a pharmaceutical composition 

useful in the treatment of osteoporosis or other bone disorders, comprising the 
administration of a therapeutically effective amount of the compounds of this 
invention, with or without pharmaceutically acceptable carriers or diluents. Suitable 
compositions of this invention include aqueous solutions comprising compounds of 
10 this invention and pharmacologically acceptable carriers, e.g., saline, at a pH level, 
e.g., 7.4. The solutions may be introduced into a patient's bloodstream by local bolus 
injection. 

When a compound according to this invention is administered into 
a human subject, the daily dosage will normally be determined by the prescribing 

15 physician with the dosage generally varying according to the age, weight, and 

response of the individual patient, as well as the severity of the patient's symptoms. 

In one exemplary application, a suitable amount of compound is 
administered to a mammal undergoing treatment for a cathepsin dependent condition. 
Oral dosages of the present invention, when used for the indicated effects, will range 

20 between about 0.01 mg per kg of body weight per day (mg/kg/day) to about 100 
mg/kg/day, preferably 0.01 to 10 mg/kg/day, and most preferably 0.1 to 5.0 
mg/kg/day. For oral administration, the compositions are preferably provided in the 
form of tablets containing 0.01, 0.05, 0.1, 0.5, 1.0, 2.5, 5.0, 10.0, 15.0, 25.0, 50.0, 100 
and 500 milligrams of the active ingredient for the symptomatic adjustment of the 

25 dosage to the patient to be treated. A medicament typically contains from about 0.01 
mg to about 500 mg of the active ingredient, preferably, from about 1 mg to about 100 
mg of active ingredient. Intravenously, the most preferred doses will range from 
about 0.1 to about 10 mg/kg/minute during a constant rate infusion. Advantageously, 
compounds of the present invention may be administered in a single daily dose, or the 

30 total daily dosage may be administered in divided doses of two, three or four times 
daily. Furthermore, preferred compounds for the present invention can be 
administered in intranasal form via topical use of suitable intranasal vehicles, or via 
transdermal routes, using those forms of transdermal skin patches well known to those 
of ordinary skill in the art. To be administered in the form of a transdermal delivery 
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system, the dosage administration will, of course, be continuous rather than 

intermittant throughout the dosage regimen. 

The compounds of the present invention can be used in combination 

with other agents useful for treating cathepsin-mediated conditions. The individual 
5 components of such combinations can be administered separately at different times 

during the course of therapy or concurrently in divided or single combination forms. 

The instant invention is therefore to be understood as embracing all such regimes of 

simultaneous or alternating treatment and the term "administering" is to be interpreted 

accordingly. It will be understood that the scope of combinations of the compounds 
10 of this invention with other agents useful for treating cathepsin-mediated conditions 

includes in principle any combination with any pharmaceutical composition useful for 

treating disorders related to estrogen functioning. 

The scope of the invetion therefore encompasses the use of the 

instantly claimed compounds in combination with a second agent selected from: an 
15 organic bisphosphonate; an estrogen receptor modulator; an androgen receptor 

modulator; an inhibitor of osteoclast proton ATPase; an inhibitor of HMG-CoA 

reductase; an integrin receptor antagonist; an osteoblast anabolic agent, such as PTH; 

and the pharmaceutically acceptable salts and mixtures thereof. 

These and other aspects of the invention will be apparent from the 
20 teachings contained herein. 

Definitions 

The compounds of the present invention may have asymmetric centers, 
chiral axes, and chiral planes (as described in: E.L. Eliel and S.H. Wilen, 

25 Stereochemistry of Carbon Compounds, John Wiley & Sons, New York, 1994, pages 
1 1 19-1 190), and occur as racemates, racemic mixtures, and as individual 
diastereomers, with all possible isomers and mixtures thereof, including optical 
isomers, being included in the present invention. In addition, the compounds 
disclosed herein may exist as tautomers and both tautomeric forms are intended to be 

30 encompassed by the scope of the invention, even though only one tautomeric structure 
is depicted. For example, any claim to compound A below is understood to include 
tautomeric structure B, and vice versa, as well as mixtures thereof. 
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When any variable (e.g. Rl, R2, Ra etc.) occurs more than one time in 
5 any constituent, its definition on each occurrence is independent at every other 

occurrence. Also, combinations of substituents and variables are permissible only if 
such combinations result in stable compounds. Lines drawn into the ring systems 
from substituents indicate that the indicated bond may be attached to any of the 
substitutable ring carbon atoms. If the ring system is polycyclic, it is intended that the 

10 bond be attached to any of the suitable carbon atoms on the proximal ring only. 

It is understood that substituents and substitution patterns on the 
compounds of the instant invention can be selected by one of ordinary skill in the art 
to provide compounds that are chemically stable and that can be readily synthesized 
by techniques known in the art, as well as those methods set forth below, from readily 

15 available starting materials. If a substituent is itself substituted with more than one 
group, it is understood that these multiple groups may be on the same carbon or on 
different carbons, so long as a stable structure results. The phrase "optionally 
substituted with one or more substituents" should be taken to be equivalent to the 
phrase "optionally substituted with at least one substituent" and in such cases the 

20 preferred embodiment will have from zero to three substituents. 

As used herein, "alkyl" is intended to include both branched and 
straight-chain saturated aliphatic hydrocarbon groups having one to ten carbon atoms 
unless otherwise specified. For example, Ci-Cio» as in "Ci-Cio alkyl" is defined to 

include groups having 1, 2, 3, 4, S, 6, 7, 8, 9 or 10 carbons in a linear, branched, or 
25 cyclic arrangement. For example, "Ci-Cio alkyl" specifically includes methyl, ethyl, 

propyl, butyl, pentyl, hexyl, heptyl, octyl, nonyl, decyl. and so on. 

"Alkoxy" or "alkyloxy" represents an alkyl group as defined above, 
unless otherwise indicated, wherein said alkyl group is attached through an oxygen 
bridge. 
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The term "cycloalkyl" or "carbcx:ycle" shall mean cyclic rings 
of alkanes of three to eight total carbon atoms, unless otherwise indicated, or any 
number within this range (i.e., cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl or cyclooctyl). 
5 If no number of carbon atoms is specified, the term "alkenyl" refers to 

a non-aromatic hydrocarbon radical, straight or branched, containing from 2 to 10 
carbon atoms and at least 1 carbon to carbon double bond. Preferably 1 carbon to 
carbon double bond is present, and up to 4 non-aromatic carbon-carbon double bonds 
may be present. Thus, "C2-C6 alkenyl" means an alkenyl radical having from 2 to 6 

10 carbon atoms. Alkenyl groups include ethenyl, propenyl, butenyl and cyclohexenyl. 

As described above with respect to alkyl, the straight, branched or cyclic portion of 

the alkenyl group may contain double bonds and may be substituted if a substituted 

alkenyl group is indicated. 

The term "cycloalkenyl" shall mean cyclic rings of 3 to 10 carbon 
15 atoms, unless otherwise specified, containing at least 1 carbon to carbon double bond 

(i.e., cyclopropenyl, cyclobutenyl, cyclopenentyl, cyclohexenyl, cycloheptenyl or 

cycloocentyl). 

The term "alkynyl" refers to a hydrocarbon radical straight or 
branched, containing from 2 to 10 carbon atoms, unless otherwise specified, 
20 containing at least 1 carbon to carbon triple bond. Up to 3 carbon-carbon triple bonds 
may be present. Thus, "C2-C6 alkynyl" means an alkynyl radical having firom 2 to 6 

carbon atoms. Alkynyl groups include ethynyl, propynyl and butynyl. As described 
above with respect to alkyl, the straight, branched or cyclic portion of the alkynyl 
group may contain triple bonds and may be substituted if a substituted alkynyl group 
25 is indicated. 

In certain instances, substituents may be defined with a range of 
carbons that includes zero, such as (Co-C6)alkylene-aryl. If aryl is taken to be phenyl, 
this definition would include phenyl itself as well as -CH2Ph, -CH2CH2Ph, CH(CH3) 
CH2CH(CH3)Ph. and so on. 

30 As used herein, "aryl" is intended to mean any stable monocyclic or 

bicyclic carbon ring of up to 12 atoms in each ring, wherein at least one ring is 
aromatic. Examples of such aryl elements include phenyl, naphthyl, 
tetrahydronaphthyl, indanyl, biphenyl, phenanthryl, anthryl oracenaphthyl. In cases 
where the aryl substituent is bicyclic and one ring is non-aromatic, it is understood 

35 that attachment is via the aromatic ring. 
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The term "heteroaryl", as used herein, represents a stable monocyclic, 
bicyclic or tricyclic ring of up to 10 atoms in each ring, wherein at least one ring is 
aromatic and contains from 1 to 4 heteroatoms selected from the group consisting of 
O, N and S. Heteroaryl groups within the scope of this definition include but are not 
5 limited to: benzoimidazolyl, benzofiiranyl, benzofurazanyl, benzopyrazolyl, 

benzotriazolyl, benzothiophenyl, benzoxazolyl, carbazolyl, carbolinyl, cinnolinyl, 
furanyl, indolinyi, indolyl, indolazinyl, indazolyl, isobenzofuranyl, isoindolyl, 
isoquinolyl, isothiazolyl, isoxazolyl, naphthpyridinyl, oxadiazolyl, oxazolyl, 
oxazoline, isoxazoline, pyranyl, pyrazinyl, pyrazolyl, pyridazinyl, pyridopyridinyl, 

10 pyridyl, pyrimidinyl, pyrrolyl, quinazolinyl, quinolyl, quinoxalinyl, tetrazolyl, 

tetrazolopyridyl, thiadiazolyl, thiazolyl, thienyl, triazolyl, dihydrobenzoimidazolyl, 
dihydrobenzofuranyl, dihydrobenzothiophenyl, dihydrobenzoxazolyl, dihydroindolyl, 
dihydroquinolinyl, methylenedioxybenzene, benzothiazolyl, benzothienyl, quinolinyl, 
isoquinolinyl, oxazolyl, and tetra-hydroquinoline. In cases where the heteroaryl 

15 substituent is bicyclic and one ring is non-aromatic or contains no heteroatoms, it is 
understood that attachment is via the aromatic ring or via the heteroatom containing 
ring, respectively. If the heteroaryl contains nitrogen atoms, it is understood that the 
corresponding N-oxides thereof are also encompassed by this definition. 

As appreciated by those of skill in the art, "halo" or "halogen" as used 

20 herein is intended to include chloro, fluoro, bromo and iodo. The term "keto" means 
carbonyl (C=0). The term "alkoxy" as used herein means an alkyl portion, where 
alkyl is as defined above, connected to the remainder of the molecule via an oxygen 
atom. Examples of alkoxy include methoxy, ethoxy and the like. 

The term "haloalkyl" means an alkyl radical as defined above, unless 

25 otherwise specified, that is substituted with one to five, preferably one to three 
halogen. Representative examples include, but are not limited to trifluoromethyl, 
dichloroethyU and the like. 

The term "haloalkoxy" represents a radical -OR where R is alkyl as 
defined above that is substituted with one to five, preferably one to three halogen. 

30 Representative examples include, but are not limited to trifluoromethyloxy, 
dichloroethyloxy, and the like. 

The term "arylalkyl" includes an alkyl portion where alkyl is as defined 
above and to include an aryl portion where aryl is as defined above. Examples of 
arylalkyl include, but are not limited to, benzyl, fluorobenzyl, chlorobenzyl. 
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phenylethyl, phenylpropyl, fluorophenylethyl, and chlorophenylethyl. Examples of 
alkylaryl include, but are not limited to, toluyl, ethylphenyl, and propylphenyl. 

The term "heteroarylalkyl" as used herein, shall refer to a system that 
includes a heteroaryl portion, where heteroaryl is as defined above, and contains an 
5 alkyl portion. Examples of heteroaryl alkyl include, but are not limited to, 
thienylmethyl, thicnylethyl, thienylpropyl, pyridylmethyl, pyridylethyl and 
imidazoylmethyl. 

The term "cycloalkylalkyl'* includes an alkyl portion where alkyl is as 
defined above and also includes an cycloalkyl portion where cycloalkyl is as defined 
10 above. Examples of cycloalkylalkyl include, but are not limited to, 

cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, cyclopropylethyl, and the 
like. 

The term "hydroxyalkyl" means a linear monovalent hydrocarbon 
raidcal of one to six carbon atoms or a branched monovalent hydrocarbon radical of 

15 three to six carbons substituted with one or two hydroxy groups, provided that if two 
hydroxy groups are present they are not both on the same carbon atom. 
Representative examples include, but are not limited to, hydroxymethyl, 2r 
hydroxyethyl, 2-hydroxypropyl, 3- hydroxypropyl, and the like. 

The term "heterocycle" or "heterocyclyl" as used herein is intended to 

20 mean a S- to 10-membered nonaromadc ring, unless otherwise specified, containing 
from 1 to 4 heteroatoms selected from the group consisting of O, N, S, SO, or SOj 
and includes bicyclic groups. "Heterocyclyl" therefore includes, but is not limited to 
the following: piperazinyl, piperidinyl, pyrrolidinyl, morpholinyl, thiomorpholinyl, 
tetrahydropyranyl, dihydropiperidinyl, tetrahydrothiophenyl and the like. If the 

25 heterocycle contains a nitrogen, it is understood that the corresponding N-oxides 
thereof are also emcompassed by this definition. 

The present invention also includes N-oxide derivatives and protected 
derivatives of compounds of Formula L For example, when compounds of Formula I 
contain an oxidizable nitrogen atom, the nitrogen atom can beconverted to an N-oxide 

30 by methods well known in the art Also whencompounds of Formula I contain 
groups such as hydroxy, carboxy, thiol or anygroup containing a nitrogen atom(s), 
these groups can be protected with a suitable protecting groups. A comprehensive list 
of suitable protective groups can be found in T.W. Greene, Protective Groups in 
Organic Synthesis, John Wiley & Sons, Inc. 1981, the disclosure of which is 
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incorporated herein by reference in its entirety. The protected derivatives of 
compounds of Formula I can be prepared by methods well known in the art. 

Whenever the term "alkyl" or "aryl" or either of their prefix roots 
appear in a name of a substituent (e.g., aryl Cq-S alkyl) it shall be interpreted as 

5 including those limitations given above for "alkyl" and "aryl." Designated numbers of 
carbon atoms (e.g., Ci-io) shall refer independently to the number of carbon atoms in 

an alkyl or cyclic alkyl moiety or to the alkyl portion of a larger substituent in which 
alkyl appears as its prefix root. 

The pharmaceutically acceptable salts of 

10 the compounds of this invention include the conventional non-toxic salts of the 
compounds of this invention as formed inorganic or organic acids. For example, 
conventional non-toxic salts include those derived from inorganic acids such as 
hydrochloric, hydrobromic, sulfuric, sulfamic, phosphoric, nitric and the like, as well 
as salts prepared from organic acids such as acetic, propionic, succinic, glycolic, 

15 stearic, lactic, malic, tartaric, citric, ascorbic, pamoic, maleic, hydroxymaleic, 
phenylacetic, glutamic, benzoic, salicylic, sulfanilic, 2-acetoxy-benzoic, fumaric, 
toluenesulfonic, methanesulfonic, ethane disulfonic, oxalic, isethionic, trifluoroacetic 
and the like. The preparation of the pharmaceutically acceptable salts described 
above and other typical pharmaceutically acceptable salts is more fully described by 

20 Berg et al, "Pharmaceutical Salts," /. Phamu ScL, 1977:66:1-19, hereby incorporated 
by reference. The pharmaceutically acceptable salts of the compounds of this 
invention can be synthesized from the compounds of this invention which contain a 
basic or acidic moiety by conventional chemical methods. Generally, the salts of the 
basic compounds are prepared either by ion exchange chromatography or by reacting 

25 the free base with stoichiometric amounts or with an excess of the desired salt- 
forming inorganic or organic acid in a suitable solvent or various combinations of 
solvents. Similarly, the salts of the acidic compounds are formed by reactions with 
the appropriate inorganic or organic base. 

For purposes of this specification, the following abbreviations have the 

30 indicated meanings: 



AcOH = acetic acid 

BF3 = boron trifluoride 

Boc = t-butyloxycarbonyl 

35 B0C2O = di-tert-butyl dicarbonate 
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BuLi = butyl lithium 

ecu = carbon tetrachloride 

CH2CI2 = methylene chloride 

CH3CN = acetonitrile 

5 CHCI3 = chloroform 

CS2CO3 = cesium carbonate 

Cul = copper iodide 

DAST = diethylaminosulfur trifluoride 

DIPEA = diisopropylethylamine 

10 DMA = A^,7V-diraethyl acetamide 

DMAP = 4-(dimethylamino)pyridine 

DMF = N,N-dimethyIfoxmamide 

DMSO = dimethylsulfoxide 

DPPA = diphenylphosphoryl azide 

15 EDCI = l-(3-dimethylaminopropyl)-3-ethylcarbodiiniide hydrochloride 

Et20 = diethyl ether 

Et3N = triethylamine 

EtOAc. = ethyl acetate 

EtOH = ethanol 

20 HATU = o-(7-azaben20triazol-l-yl)-N,NJhI\N'-tetramethyluronium 

hexafluorophosphate 

HOAc = acetic acid 

K2C03 = potassium carbonate 

KHMDS = potassium hexamethyldisilazane 

25 KOBu^ = potassium /fiTt-butoxide 

LDA = lithium diisopropylamide 

LiOH = lithium hydroxide 

mCPBA = metachloroperbenzoic acid 

MeOH = methanol 

30 MeSOsH = methane sulfonic acid 

MgS04 = magnesium sulfate 

Ms = methanesulfonyl = mesyl 

MsCl - methanesulfonyl chloride 

NaBH4 = sodium borohydride 

35 NaH = sodium hydride 
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Nal = sodium iodide 

NaCNBHs = sodium cyanoborohydride 

Na2C03 = sodium carbonate 

NaHCOs = sodium hydrogencarbonate 

5 NaOH = sodium hydroxide 

Na2S04 = sodium sulfate 

NBS = N-bromosuccinimide 

NH3 = ammonia 

NHiCi = ammonium chloride 

10 Pd/C = palladium on carbon 

PdClz = dichloropalladium(]l) 

PdChCdppf) = [1 ,r-bis(diphenylphosphiTio)ferrocene]dichloropalladium(lI) 

Pd2(dba)3 = tris(dibenzylideneacetone)dipalladium(0) 

PG = protecting group 

15 PPh3 = triphenylphosphine 

(PhO)3PMeI = methyltriphenoxyphosphonium iodide 

PPTS = pyridinium p-toluenesulfonate 

iPr2NIi = lithium diisopropyl amide 

PyBOP = benzotriazol-l-yloxytris(pyrrolidino)phosphonium- 

20 hexafluorophosphate 

It = room temperature 

sat. aq. = saturated aqueous 

TFA = trifluoroacetic acid 

THF = tetrahydrofuran 

25 TiCU = titanium(IV) chloride 

tic = thin layer chromatography 

TMSCl = chlorotrimethylsilane 

Me = methyl 

Et = ethyl 

30 n-Pr = normal propyl 

i-Pr = isopropyl 

n-Bu = normal butyl 

i-Bu = isobutyl 

s-Bu = secondary butyl 

35 t-Bu = tertiary butyl 
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The novel compounds of the present invention can be prepared 
according to the following general procedures using appropriate materials and are 
further exemplified by the following specific examples. The compounds illustrated in 
S the examples are not, however, to be construed as forming the only genus that is 
considered as the invention. The following examples further illustrate details for the 
preparation of the compounds of the present invention. Those skilled in the art will 
readily understand that known variations of the conditions and processes of the 
following preparative procedures can be used to prepare these compounds. All 
10 temperatures are degrees Celsius unless otherwise noted. 



SCHEMES 

15 Compounds of the present invention can be prepared according to 

Scheme 1, as indicated below. Thus an a-amino ester may be added to a haloalkyl 
ketone to form an aminal which may be dehydrated to an imine in the presence of a 
dehydrating agent such as TiCU, MgS04 or isopropyl trifluoroacetate. Reduction of 
the imine with a reducing agent such as sodium cyanoborohydride or sodium 

20 borohydride provides the amine. Ester hydrolysis and amide formation with an 
appropriately substituted aminoacetonitrile provides compounds of the current 
invention. If the substituent on D system is a halogen, a palladium-catalyzed Suzuki 
coupling with an appropriate boronic acid provides additional compounds of the 
current invention. 
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SCHEME 1 
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Compounds of the present invention may also be prepared according to Scheme 2, as 
5 indicated below. A ketone or aldehyde may be condensed with an amino alcohol to 
give a cyclic aminal. Treatment with 3 equivalents of a Grignard reagent or 
organolithium reagent will provide the appropriate alkylated amino alcohol. 
Oxidation of the alcohol with a chromium system such as a Jones oxidation or 
HsIOs/CrOs, or alternatively by a two-step oxidation (eg oxalyl chloride/ DMSO/EtsN 
10 followed by NaClO) will provide the corresponding carboxylic acid. Peptide coupling 
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and Suzuki reaction as described in Scheme 1 will provide compounds of the current 
invention. 
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SCHEME 2 



r5 r6 R^ 
V + X^OH 



Dean-Stark 



HN-A Halo-(D)„-MgBr 



r5 



r'r^r'* r3 



oxidation 



R^R^R'' R^ 



Halo 




or 

H 



X^OH 



CI" 




N 



R^ R^ 



PyBOP, DMF, 

EtgN 



^ ^ H A R^ R 



R^— B(OH)2 



aq. NazCOa, DMF, 
PdCl2(dppf). A 



R\ R' ,r' H 



5 Compounds of the present invention may also be prepared according to Scheme 3, as 
indicated below. A ketone or aldehyde may be condensed with an amino alcohol to 
give an acyclic aminal. Treatment with multiple equivalents of a Grignard reagent or 
organolithium reagent will provide the appropriate alkylated amino alcohol. This 
alcohol can be converted into compounds of the current invention by the method 
10 described in Scheme 2. 
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SCHEMES 




MgS04 




Halo-(D)n-MgBr 




Scheme 2 



HalQ. 



^^n H 



R^R^R^ R^ 



OH 



Compounds of the current invention may also be prepared according to Scheme 4. An 
5 appropriately substituted acetate may be enolized with a suitable base (including, but 
not limited to LDA, KHMDS, NaH or nBuLi). and treated with paraformaldehyde to 
generate the diol. This diol may be converted to the difluoride using a fluorinating 
reagent such as DAST. Hydrolysis of the ester followed by Curtius rearrangement 
will then provide the amine. This amine can displace an appropriately substituted 
10 alpha-bromo ester to provide the alpha-amino ester. This may be converted into 
compounds of the current invention by the method described in Scheme 1 . 
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SCHEME 4 




1 ) aq base 

2) DPPA, tBuOH 

3) TFA 




Scheme 1 . 

F F 

Compounds of the current invention may also be prepared according to Scheme 5, as 
5 indicated below. A hemiacetal may be condensed with an amino alcohol in which the 
alcohol moiety is protected with a suitable protecting group. Treatment of the 
resulting imine with a Grignard reagent or organolithium reagent will provide the 
appropriate alkylated amino alcohol. The alcohol protecting group can then be 
removed and the alcohol can be converted into compounds of the current invention 
10 either by the method described in Scheme 2 or by first conducting the Suzuki reaction, 
followed by oxidizing the alcohol with H5IO6 /CrOa and then peptide coupling. 
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SCHEMES 



X^OPG 



2) remove PG 



H ^ 



N 



cr 



5^ 




N 



R^ R 



Scheme 2 



PyBOP, DMF, 

EtgN 



R' R^ r3 



^ 'n H ^ 



HglOe/CrOa 



R' R* R=» 



R^— B(0H)2 

aq. Na2C03, DMF, 
PdCl2(dppf), A 



R^ R-* r3 



V/n H 



S Compounds of the current invention may also be prepared according to 

Scheme 6, as indicated below. The peptide coupling of an alpha-amino acid described 
in Schemes 1, 2, or 5, with an alpha-amino amide followed by dehydration of the 
resulting primary amide (Voegel, J. J.; Benner, S. A. Helv. Chem. Acta 1996, 79, 
1863) will provide compounds of the current invention. 



-110- 



wo 03/075836 



PCT/DS03/06147 



SCHEME 6 



CI- 9 



Halo 



H {I HATU.DMF. h J R^^R^ 



TFAA, Pyridine 



H Jl V aq. Na2C03, DMF. „ A 



PdCydppf), A 



The synthesis of some of the amino alcohols used at the beginning of Schemes 2, 3 
and 5 are described in Schemes 7-11. For example, the synthesis of (2S)-2-amino-4- 
fluoro-4-methyIpentan-l-ol where R=Me is described in Scheme 7 below. Starting 
with a suitable diprotected aspartic acid, the carboxy group can be reduced to an 

10 alcohol using standard literature procedures (i.e. mixed anyhdride formation followed 
by NaBH4 reduction). A protected version of 2-aniino-4-methylpentane-l,4-diol 
(R=Me) can then be generated by an appropriate Grignard or organolithiation 
reaction. Finally, the hydroxy moiety can be converted to the desired fluoro using a 
fluorinating agent such as DAST. The protected or unprotected version of this amino 

15 alcohol can then be converted to compounds of the current invention according to 
Schemes 1, 2, 3 and S. 



20 
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SCHEME? 




5 The 4-fluoroleucinol can also be synthesized according to Scheme 8. 4,5- 

Dehydroleucine is converted to (4S)-4-(2-methylprop-2-enyl)-l,3-oxazolidin-2-one as 
described in the scheme below. This intermediate is then treated with a 
hydrofluorination reagent such as HF-pyridine to give (45)-4-(2-fluoro-2- 
methyIpropyI)-l,3-oxazolidin-2-one. Basic hydrolysis (i.e. Ba(OH)2 orNaOH) then 
10 affords (25)-2-amino-4-fluoro-4-methylpentan-l-ol. 
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SCHEMES 




O 



OH 



Me 



1. Cbz-Cl,Base 

2. Esterification 

3. Reduction 

4. Base 



HN 




Me 



Hydrofluorination 



Me F 



HN 




Me 



Hydrolysis 



H2N 




Me F 



OH 



Me 



5 The synthesis of 4,4-difluoro-L-norvaline where R=Me is described in Scheme 9 
below. Starting with a suitable diprotected serine, iodination can be carried out using 
a reagent such as (PhO)3P^er. Zincation of the resultant iodide may proceed using 
Zn*Cu couple and TMSCl. The resultant zincate can then undergo a palladium 
catalyzed coupling reaction with alkanoyl chloride to generate the ketone. Finally, the 
10 ketone moiety can be converted to the desired difluoro derivative using a fluorinating 
agent such as DAST. The protected or unprotected version of this amino acid or 
amino alcohol can then be converted to compounds of the current invention according 
to Schemes 1, 2, 3 and 5. 
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1)ZnCu 



5pq 2)PdCat, 
O 

R^CI 



1) acid deprotection 

2) reduction 

PG. 





DAST 



OPG 




ORG 



deprotection 




HoN 



The amino alcohols used for the present invention can also be synthesized according 
to Scheme 10. A protected amino acid is reduced with a reducing agent such as 
NaBH4 with or without an additive such as LiCl, in a solvent such as EtOH or a 
mixed solvent system such as EtOH and THF. The amino protecting group is then 
removed with the appropriate method according to the nature of the protecting group. 
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SCHEME 10 



p4 p3 p4 p3 



H 6 H 



d4 p3 

Deprotection \/ 



5 Synthesis of (2S,4S)-2-amino-5,5,5-trifluoro-4-methylpentan-l-ol used in the present 
invention is described in Scheme 11. The N-benzoyl-5,5,5-trifluoroleucine (Ojiima, 
et. al. J. Org. Chem., 1989, 54, 4511 ~ 4522) can be hydrolysed with an aqueous acid 
such as 6M HCI under refluxing conditions. The amino acid HCl salt intermediate is 
then converted to the N-acetyl-5,5,5-trifluoroleucine and the amino group chiral 

10 centre is resolved by an enzymatic method (Synthetic Communications, 1996, 26, 
1 109 - 1 1 15.). The isolated 5,5,5-trifluoro-L-leucine is then protected with a 
protecting group such as benzyl carbamate and the carboxylic acid group is esterified. 
The two diastereomers at the 4-position are then separated by flash column 
chromatography. One of the enantiomers, the (2S,4S) protected amino acid is then 

15 converted to the amino alcohol as described in scheme 10. 
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SCHEME 11 



F3C 




Me NHCOPh 



COgEt 



6MHC1 



F3C 




Me NH2 



5. 

HCl salt 



1. 



AC2O, NaOH 
Acylase I 
Cbz-Cl, NaOH 
CH2N2 
Separation 



CbzHN 




OMe 



1. Reduction 

2. Deprotection 



H2N 




OH 



Me 



+ 



2S, 4R- enantiomer 



S Compounds of the current invention where is hydrogen and R^ is aryl or heteroaryl 
may also be prepared according to Scheme 12 as shown below. Condensation of an 
aryl or heteroaryl aldehyde with an amino alcohol in which the alcohol moiety is 
protected with a suitable protecting group, followed by treatment of the resulting 
imine with a Grignard or organolithium reagent of formula halo-(D)n-Li or halo-(D)„- 

10 MgX (where D is as defined in the Summary of the Bivention), followed by removal 
of the oxygen protecting group provides the alkylated aminoalcohol. The alkylated 
aminoalcohol is then converted into compounds of the current invention either by the 
method described in Scheme 2 or by first conducting the Suzuki reaction with the 
boronic ester of the formula R'-B(0H)2, then oxidizing the alcohol with a suitable 

15 oxidizing agent such as HsIOe/CrOs to give the acid and finally treating the acid with 
an aminoacetonitrile under peptide coupling conditions as described previously. 
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SCHEME 12 



R' R' 



R« 



0 



X^OPG 



R* r3 



1)Halo-(D)n-Li/ 
Halo-(D)n-MgX 



Ar, Het 



^ I R^R^ H R* R^ 

"iVU T^l^f ' ^^^^ "^°Vd)^n>^°h 

' n O R R ^'n H 



2) deprotection 



R R^ 



HATU, DIPEA. 
DMF 



R d4 d3 



^ H il 



R" .R"' HglOe/CrOg 
OH 



R^-B(0H)2 

aq. NAHCO3 DMF, 

PdCI|2(dppf)2CH2Cl2 



R r4 p3 



^ H 



Compounds of the current invention may also be prepared according to Scheme 13, as 
shown below. Reaction of a suitably N-protected amino acid derivative with oxetane 
tosylate in the presence of sodium iodide in a suitable organic solvent such as 
dimethylformamide provides the corresponding oxetane ester which upon treatment 

10 with diborane provides the ortho ester. Removal of the amino protecting group 
affords an amine which upon condensation with an aldehyde of formula R^CHO 
(where R^ is aryl or heteroaryl) or a hemiacetal of formula R^C(OH)(OR) (where R is 
an alkyl group) under the reaction conditions described above provides an imine. 
Treatment of the imine with a Grignard or organolithium reagent under the reaction 

IS conditions described above provides an N-alkylated derivative. Removal of the ortho 
ester provides the corresponding carboxylic acid which is then converted into 



-117- 



wo 03/075836 



PCTAJS03/06147 



compounds of the current invention by condensation with an aminoacetonitrile under 
peptide coupling conditions, followed by Suzuki reaction as described above. 



SCHEME 13 



TsO 



^4 ^3 




PG. 



OH 

O Nal, DMF 



N 



H 





BF, 



R^ 



R^ r3 



R^OH 
OMe 

f .R^ 




R' R^ 

Remove PG PG^ 
■ 




r R" n3 



" O 



N 



r2 



Cl- 

+H3N, 

R'^ R^ 

HATU, 

DIPEA. 

DMF 



N 



1) HCI 

2) UOH. 
H2O 



R® R'* r3 



R^-B(0H)2 
aq. NaHCOa DMF 



no _4 . 

aq. NaMUOa dmf ^ V "v,R H ^ n 

PdCl2(dpp02CH2Cl2 ^ »V^N''^'^ 
^ ^" H ^ r2 R^ 
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The following examples describe the synthesis of selected compounds of the 
present invention. 



5 EXAMPLE 1 

Synthesis of Ar'-(cvanomethvn-/V^"(2.2.2-trifluoro-l-phenvlethvn-L'leucinamide 




To a solution of L-leucine methyl ester hydrochloride (975 mg, 5.37 
10 mmol) in dichloromethane (30 mL) was added 2,2,2-trifluoroacetophenone (0.75 mL, 
5.34 mmol) and diisopropylethylamine (3.5 mL, 20 mmol). TiCU (0.55 mL, 5.0 
nmiol) in 0.45 mL dichloromethane was added dropwise, and the mixture was stirred 
overnight. Additional TiCU (0.4 mL, 3.6 nmiol) was then added and the mixture was 
stirred 3h. A solution of NaCNBHs (1050 mg, 16.7 mmol) in MeOH (20 mL) was 
15 added and the mixture was stirred 2h. Poured into IN NaOH and extracted with ethyl 
acetate (2x). The organic phase was washed with IN NaOH and brine, then dried 
over MgS04 and evaporated. Purification by ISCO column chromatography (gradient 
30% to 90% ethyl acetate/hexanes) provided methyl iV-(2,2,2-trifluoro-l-phenylethyl)- 
L-leucinate. 

20 To a room temperature solution of methyl ^-(2,2,2-trifluoro-l- 

phenylethyl)-L-leucinate (150 mg, 0.50 mmol) in 2:1 THF/MeOH was added IM 
LiOH. The mixture was stirred overnight and concentrated. The residue was 
partitioned between ethyl acetate and pH 3.5 phosphate buffer. The organic phase 
was washed with brine, dried over MgS04 and concentrated to give ^-(2,2,2-trifluoro- 

25 1 -phenylethyl)-L-leucine. 

A niixture of //-(2,2,2-trifluoro-l-phenylethyl)-L-leucine (149 mg, 0.50 
nunol), aminoacetonitrile hydrochloride (102 mg, 1.1 mmol) and PyBOP (260 mg, 
0.50 mmol) was dissolved in DMF (5 mL). Triethylamine (0.3 mL, 2.1 mmol) was 
added and the mixture was stirred overnight, then poured into pH 3 phosphate buffer 

30 and extracted with 3:1 ether/ethyl acetate. The organic phase was washed with 
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saturated aqueous NaHCOs and brine, dried over MgS04 and evaporated. 
Purification by ISCO column chromatography (gradient 20% to 50% ethyl 
acetate/hexanes) provided A^^-(cyanomethyl)-Ar^-(2,2,2-trifluoro-l-phenylethyl)-L- 
leucinamide as a 1:1 mixture of diastereomers. MS (+APCI): 313.9 [M+1]. 

5 

EXAMPLE2 

Synthesis of N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(cyanomethyl)-L- 
leucinamide 

10 




Using the method of Example 1, N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*- 
(cyanomethyl)-L-leucinamide was prepared. MS (-ESI): 403.9, 405.9 [M-1]' 

15 EXAMPLES 

Synthesis of N'-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4-piperazin-l-yl-l,l -biphenyl- 
4-yl)ethvl1-L-leucinamide 



20 
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To -(4-bromophenyl)-2,2,2-trifIuoroethyl]-iV^-(cyanomethyl)-L- 
leucinamide (242 mg, 0.60 mmol), and 4-[4-(re/t-butoxycarbonyl)-l- 
piperazinyl]phenylboronic acid (220 mg, 0.72 mmol) in DME (3 mL) under dry 
nitrogen was added 2M aqueous sodium carbonate (0.9 mL, 1.8 mmol) followed by 
5 the catalyst PdCl2(dppO (63 mg, 0.077 mmol). The reaction was heated to 85 °C for 
18 hours. Water was added and the product was extracted with EtOAc, the organic 
layer was dried over Na2S04 and concentrated in vacuo. The crude product was 
purified by chromatography using EtOAc in hexane to afford tert-hutyl (4'-{ 1-[((1S)- 
l-{ [(cyanoniethyl)aniino]carbonyl }-3-methylbutyl)aniirio]-2,2,2-trifluroethyl }-l,r- 

10 biphenyl-4-yl)- 1 -piperazinecarboxylate. 

To tert-bniy] (4'-{ l-[((lS)-l-{[(cyanomethyl)amino]carbonyl}-3- 
methylbutyl )amino] -2,2,2-trifluroethyl } - 1 , 1' -bi phenyl -4-yl)- 1 -piperazinecarboxylate 
(275 mg, 0.47 nmiol) in dry THF (1 mL) under dry nitrogen was added dropwise 
MeSOsH (125 |iiL, 1.9 mmol) over 15 min. and the reaction was allowed to proceed 

15 for 18 hours. The reaction mixture was partitioned between EtOAc and water + 

saturated NaHCOs to adjust the pH at 7.5. The organic layer was dried over Na2S04 
and concentrated in vacuo. The crude product was purified by chromatography using 
silica gel eluted with NH4OH conc/MeOH/CHaCh, (1/10/89) to afford N^- 
(cyanomethyl)-W^-[2,2,2-trifluoro- 1 -(4*-piperazin- 1-yl- 1 , 1 '-biphenyl-4-yl)ethyl]-L- 

20 leucinamide as a light yellow foam. MS (+ESI): 488.3 [M+1]*. 
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EXAMPLE 4 

Synthesis of Ar^-(Cyanoinethyl)-A^«{ [4'-(methylsuIfonyl>l,r-biphenyl-4-yl][4- 
5 (methvlsulfonvDphenvnmethvl ) -L-Leucinamide 




Step 1: Methyl N-{ (4-bromophenyl)[4-(methylsulfonyl)phenyl]methylene }-L- 
leucinate 

10 A solution of (4-bromophenyl)[4-(methylsulfonyl)phenyl]methanone 

(202 mg, 0.59 nimol), L-Ieucine methyl ester hydrochloride (328 mg, 2.0 mmol) and 
camphor sulfonic acid ( 52 nng, 0.22 mmol) in toluene was refluxed for 18 hours 
using a Dean-Stark trap. The solvent was removed in vacuo and the resulting residue 
was purified by chromatography using EtOAc and hexane as eluant to give a 1:1 

15 mixture of the title compound and the starting (4-bromophenyl)[4T 
(methylsulfonyl)phenyl]methanone. 

Step 2: Methyl (4-bromophenyl)[4-(methylsulfonyl)phenyl]methyl }-L- 
leucinate 

20 To a solution of a 1 : 1 mixture of methyl N- { (4-bromophenyl)[4- 

(methylsulfonyl)phenyl]methylene}leucinate and (4-bromophenyl)[4- 
(methylsu]fonyl)phenyl]methanone from step 1 (185 mg, -0.2 mmol) in acetic 
acid/methanol (1:3, 4 mL) was added sodium borohydride (-400 mg) by portions 
every 30 min over 2 days (addition was stopped during the night) using a solid 

25 addition funnel. The reaction mixture was partitioned between EtOAc and water, the 
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organic layer was dried over Na2S04 and concentrated. The resulting mixture was 
purified by chromatography using EtOAc and hexane as eluant. Methyl iV-{(4- 
bromophenyl)[4-(methylsulfonyl)phenyl]niethyl}-L-Ieacinate was obtained as a 
colorless gum and (4-bromophenyl)[4-(methylsulfonyl)phenyl]methanol was obtained 
S as a white solid. 

Step 3: N-i (4-bromophenvl)r4-(methvlsulfonvl)phenvnmethvl }>L-leucine 

To a solution of methyl N-i (4-bromophenyl)[4- 
(methylsulfonyl)phenyI]methyl}-L-leucinate from step 2 (81 mg, 0.17 mmol) in THF 
10 (1 mL) and MeOH (0,5 mL) was added IN LiOH (0.3 mL, 0.3 mmol). The resulting 
mixture was stirred at room temperature for 18 hours and then partitioned between 
EtOAc and water + IN HCl (0.5 mL). The organic layer was dried over Na2S04, 
filtered and concentrated in vacuo to give the title compound as a colorless gum. 

1 5 Step 4: N^- { (4-bromophenyl)[4-(methylsulfonyl)phenyl]methyl } -N^- 

(cvanomethvD-L-leucinamide 

To a solution of N-{(4-bromophenyl)[4- 
(methylsulfonyl)phenyl]methyI}-L-!eucine from step 3 (76 mg, 0.17 mmol), HATU 
(146 mg, 0.38 mmol), aminoacetonitrile hydrochloride (52 mg, 0.56 mmol) in DMF 

20 (1.1 mL) cooled to -10 ""C, was added MA^diisopropylethylamine (0,13 mL, 0.75 
mmol). The reaction was allowed to proceed at room temperature for 18 h and it was 
partitioned between EtOAc and water. The organic layer was dried over Na2S04, 
filtered and concentrated in vacuo. The crude product was purified by 
chromatography using EtOAc and hexane as eluant to give the title compound as a 

25 colorless gum. 

Step 5: N^-(cyanomethyl)-Ar^- { [4-(methylsulfonyl)phenyl] [4'-(methylthio)- 1,1- 

biphenvM-yllmethyl l-L-leucinamide 

A heterogeneous mixture of (4-bromophenyl)[4- 
30 (methylsulfonyl)phenyl]methyl }-iV'-(cyanomethyl)-L-leucinamide from step 4 ( 72 
mg, 0.15 mmol), 4-(methylthio)phenylboronic acid (37 mg, 0.22 nmiol) in ethylene 
glycol dimethyl ether (ImL) and 2M aqueous sodium carbonate was degassed under 
vacuum and purged with nitrogen. To this mixture was added 
[l,r-bis(diphenylphosphino)ferrocene]dichloropalladium(II), dichloromethane 
complex (19 mg, 0.023 mmol), followed by degassing and purging with nitrogen. 
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The reaction mixture was heated at 85 °C for 16 hours with efficient stirring. The 
reaction mixture was partitioned between EtOAc and aqueous NH4OAC 25%w/v. The 
organic layer was dried over Na2S04, filtered and concentrated in vacuo. The crude 
product was purified by chromatography using EtOAc and hexane as eluant to give 
5 the title compound as a colorless gum. 

Step 6: iV^-(Cyanomethyl>Ar^-{[4*-(methylsulfonyl)-l,l'-biphenyl-4-yI][4- 

(methvlsulfonvl)phenvnmethvn-L-Leucinamidc 

To a solution of //^-(cyanomethyl)-iV^-{[4-(methylsulfonyl)phenyl][4'- 
10 (methylthio)-l,r-biphenyl-4-yl]methyl}-L-leucinamide (63 mg, 0.12 mmol), sodium 
tungstate dihydrate (2 mg, 0.006 mmol), tetrabutylanmionium hydrogensulfate (4 mg, 
0.01 mmol) was added a solution of 30% w/v aqueous hydrogen peroxide (100 /iL, 
0.9 mmol) and the resulting mixture was stirred at room temperature for 10 min. The 
reaction mixture was partitioned between EtOAc and water + IM NaHSOs (-3:1). 
15 The organic layer was dried over Na2S04, filtered and concentrated in vacuo. The 
crude product was purified by chromatography using EtOAc and hexane as eluant to 
give the title compound as a colorless gum. 
MS (+ESI): 568.2 [M+l]*. 

20 EXAMPLE 5 

Synthesis of A^^-(cyanomethyl)-A/^-{ 2,2,2-trifluoro-l-[4 -(methylsulfonyl)-l,r- 
biphenvl-3-vllethvl 1 -L-leucinamide 



MeSO. 




25 Using the procedure described for example 8, where A^^-[l-(4- 

bromophenyl)-2,2,2-trifluoroethyl]-Ar'-(cyanomethyl)-L-leucinamide was substituted 
forA^-[l-(3-bromophenyI)-2,2,2-trifluoroethyl]-iV^-(cyanomethyl)-L-leucinamide. the 
tide compound was obtained as a colorless gum. 
MS (+ESI): 482.2 [M+1]^ 
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EXAMPLE 6 

Synthesis of yKcyanomethyl)-iV^-[2.2,24rifluoro-l-(3-pyridin-4-yIp^ 
5 leucinamide 




Using the procedure described for example 8, where ^-[l-(4- 
bromophenyl)-2^,2-trifluoroethyl]-N^-(cyanomethyl)-L-leucinamide was substituted 
for^^-[l-(3-broniophenyl)-2,2,2-trifluoroethyl]-Ar'-(cyanomethyl)-L-leucinaniide, the 
10 title compound was obtained as a colorless gum. 
MS (+ESI): 405.1 [M+lf- 

EXAMPLE? 

15 Synthesis of N'-(cyanomethyl)-iV^-[2,2,2-trifluoro-l-(4 -piperazin-l-yl-1,1 -biphenyl- 
3-vl)ethvll-L-leucinamide 




Using the procedure described for example 3. where ^ -[l-(4- 
20 bromophenyl)-2,2,2-trifluoroethyl]-N'-(cyanomethyl)-L-leucinamide was substituted 
forN^-[l-(3-bromophenyl)-2,2,2-trifluoroethyl]-iV'-(cyanomethyl)-I^leucinamide, the 
title compound was obtained as a colorless gum. 
MS (+ESI): 488.3 [M+l]^ 
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EXAMPLES 

Synthesis of N\cyanomethyl)-N^{(lS)-2,2,2-trifluoro-l-[4Hmethylsulf^^ 
biphenvl-4-vnethvl 1-L-leucinamide 




Step 1: Preparation of (2S)- 1 - { [r^rf-butyl(dimethyl)silyl]oxy } -4-methylpentan- 

2~amine 

To a room temperature dichloromethane (100 mL) solution of L- 

10 leucinol (6.0 g) was added triethylamine (11 mL), DMAP (0.1 g) and t- 

butyldimethylsilyl chloride (8.5 g). The mixture was stirred at room temperature for 2 
hours and then water was added. The organic layer was separated and the aqueous 
further extracted with dichloromethane. The combined organic layers were washed 
with brine, dried with magnesium sulfate and the solvent was removed in vacuo to 

IS yield the title compound, a residue which was used as such in the next reaction. 
NMR (CD3COCD3) S 3.48(m, 2H), 3.32(m, IH), 2.76(m, IH), L78(m, IH), 1.22- 
L02(m, 2H), 0.88(m, 15H), 0,06(s, 6H). 

Step 2: Preparation of (25)-l-{ [rerr-butyl(dimethyl)siIyl]oxy }-4-methyI-//- 

20 f(l£)-2,2,2-trifluoroethvlidene1pentan-2-aniine 

A toluene (300 mL) solution of (25)-l-{[rerr- 
butyl(dimethyl)silyl]oxy}-4-methylpentan-2-amine from Step 1 (50 g) and 
tifluoroacetaldehyde methyl hemiacetal ( 35 mL) was heated to reflux for 16 hours 
during which time water was collected in a Dean-Stark trap. The solvent was 
25 evaporated in vacuum and the residue was purified on Si02 using hexanes and ethyl 
acetate (9:1) as eluant to yield the title compound. 
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NMR (CD3COCD3) 5 7.88(m, IH), 3.76-3.45(m, 3H), l,60-1.25(m, 3H), 0.88(m, 
15H), 0.06(s, 3H), 0.04(s. 3H). 

5 Step 3: Preparation of (2S)-2- { [(lS)-l-(4-bromophenyl)-2.2,2- 

trifluoroethvllaimno 1 '4-methvlpentan-l-ol 

n-BuU (2.5 M in hexanes, 42 mL) was added to a -70 ®C THF (400 
mL) solution of 1,4-dibromobenzene (25.8 g) and the mixture was stirred for 25 
minutes. A THF (30 mL) solution of (25)-l-{ [fer?-butyl(dimethyl)silyl]oxy }-4- 

10 methyl-iV-[(liE)-2,2,2-trifIuoroethylidene]pentan-2-amine (31 g) was then added 
dropwise and the mixture was stirred for 1.5 hour. It was then poured slowly into a 
mixture of ethyl acetate (500 mL), water (2 L), ice (300 g) and ammonium chloride 
(100 g) under vigorous stirring. The organic layer was separated and the aqueous 
further extracted with ethyl acetate (2 X 500 mL). The combined organic layers were 

15 washed with brine, dried with magnesium sulfate and the solvent was removed in 
vacuo to yield a residue, which was used as such. The residue from above was 
dissolved in THF (250 mL) and the solution was cooled to 0 ^'C. A 1 M THF solution 
of t-butylammonium fluoride (1 10 mL) was added dropwise and the mixture was 
reacted for 4 hours. It was poured into ethyl acetate (300 mL), water (2 L) and 

20 ammonium chloride (100 g) under vigorous stirring. Hie organic layer was separated 
and the aqueous further extracted with ethyl acetate (2 X 100 mL). The combined 
organic layers were washed with brine, dried with magnesium sulfate and the solvent 
was removed in vacuo to yield a residue which was purified purified on Si02 using a 
gradient of ethyl acetate and hexanes (1:5 to 1:4) as eluant to yield the title compound. 

25 NMR (CD3COCD3) 5 7.6(2H, d), 7.45(2H, d), 4.55(1H, m), 3.65-3.7(1 H, m), 3.5- 
3.55(1H, m), 3.25-3.35(lH, m), 2.6-2.7(lH, m), 2.25-2.35(lH, m). 1.65-1.75(1H, m). 
1.3-1.4(1H, m), 1.2-L3(1H. m), 0.75-0.9(6H, dd). 



Step 4: Preparation of (2S)-4-methyl-2-({ (lS)-2,2,2-trifluoro-l-[4 - 

30 (meth vlthio)-L 1 '-biphenvM-vllethyl } amino)pentan-l-ol 

A stream of nitrogen was passed through a suspension made of the 
bromide from Step 3 (27.7 g), 4-(methylthio)phenylboronic acid (15.7 g), 2 M 
Na2C03 (100 mL) and n-propanol (500 mL) for 15 minutes. A 1:3 mixture (3.5 g) of 
Pd(0Ac)2 and PPhs was then added and the reaction was warmed to 70 and stirred 
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under nitrogen for 8 hours. The mixture was cooled to room temperature, diluted with 
ethyl acetate (500 mL) and poured over water (2 L) and ice (500 g). The ethyl acetate 
layer was separated and the aqueous further extracted with ethyl acetate (200 mL). 
The combined ethyl acetate extracts were washed with 0.5 N NaOH (2 X 200 mL), 
5 with aqueous NH4CI, brine and dried with magnesium sulfate. Removal of the solvent 
left a residue that was purified by chromatography on SiOi using a gradient of ethyl 
acetate and hexanes (1:4 to 1:3) and again with acetone and toluene (1:10). The 
residue was dissolve in hot hexanes (200 mL) and the solution was allowed to cool to 
0 under stirring. The obtained solid was filtered and dried to yield the title 
10 compound. 

%NMR (CD3COCD3) 5 7.7(2H, d), 7.65(2H, d), 7.6(2H, d), 7.35(2H, d), 4.5- 
4.6(1H, m), 3.7(1H(0H), m), 3.5-3.6(lH, m), 3.3-3.4(lH, m), 2.7(1H, m), 2.5(3H. s), 
2.3-2.4(lH(NH), m), 1.65-1.75(1H, m), 1.2-1.4(3H, m), 0.8-0.9(6H, dd). 

15 

Step 5: Preparation of (2S)-4-methyl-2-({ (lS)-2,2,2-trifIuoro-l-[4 - 

fmethvIsulfonvl)-Lr-biphenvl-4-vnethvUamino)pentan-l-ol 

To a 0 solution of the sulfide (19 g) from Step 4 in toluene (400 
mL) was added Na2W04*2H20 (0.16 g) and BU4NHSO4 (0.81 g). Then 30 % 

20 hydrogen peroxide (12.2 mL) was slowly added and the mixture was stirred at room 
temperature for 4.5 hours. The mixture was poured slowly on a mixture of ice, dilute 
aqueous sodium thiosulfate and ethyl acetate. The organic layer was separated and 
the aqueous further extracted with ethyl acetate (2 X 100 mL). The combined organic 
layers were washed with brine, dried with magnesium sulfate and the solvent were 

25 removed in vacuo to yield a residue which was purified purified on Si02 using ethyl 
acetate and hexanes (1:1) as eluant to yield the product. 

NMR (CD3COCD3) 8 8.05(2H, d), 8.0(2H, d), 7.85(2H, d), 7.7(2H, d), 4.6- 
4.7(1H, m), 3.75(1H, m), 3.6(1H, m), 3.35-3.45(lH, m), 3.2(3H, s), 2.7-2.8(lH, m), 
30 2.35-2.45(lH, m). 1.7-1.8(1H, m), 1.2-1.5(2H, m), 0.8-0.95(6H. dd). 

Step 6: Preparation of N-{ (lS)-2,2,2-trifluoro-l-[4 -(methylsulfonyI)-l,l - 
biphenvl-4-vllethvl 1-L-leucine 
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A suspension of HsIOe /CrOs (529 mL of 0.44 M in CH3CN; see Note 
below) was cooled to 0 and a solution of the alcohol from Step 5 (20 g) in CH3CN 
(230 mL) was added dropwise. The mixture was stirred at 0-5 for 3.5 hours. It was 
poured into pH 4 Na2HP04 (1.5 L) under vigorous stirring and the mixture was 
5 extracted with diethyl ether (3 X 250 mL). The combined ether extracts were washed 
with water and brine (1:1), with dilute aqueous NaHSOs and brine. The organic 
extract was dried with sodium sulfate, filtered and the solvents were evaporated to 
dryness to yield a residue that was split into two batches for the following 
purification. 

10 The crude acid from above (10 g) was dissolved in isopropyl acetate 

(250 mL) and extracted into cold 0.1 N NaOH (3 X 250 mL). The combined extracts 
were washed with diethyl ether (250 mL) and then slowly acidified with 6 N HCl to 
pH 4. The carboxylic acid was extracted with isopropyl acetate (2 X 250 mL) and the 
isopropyl acetate layer dried and concentrated to yield the product essentially pure and 

15 used as such in the next step. 

Note: The oxidizing reagent (H5IO6 /CrOs) was prepared as described 
in Tetrahedron Letters 39 (1998) 5323-5326 but using HPLC grade CH3CN (contains 
0.5% water); no water was added. 

20 NMR (CHJaCOCDa) 8 8.05(2H, d), 7.95(2H, d), 7.8(2H, d), 7.65(2H, d), 4.45- 
4.55(1H, m), 3.55-3.6(lH, m), 3.2(3H, s), 2.8-3.0(broad m, NH/OH)1.95-2.05(1H, 
m), L55-1.6(2H, m), 0.9-1.0(6H, m). 

Step 7: Preparation of N\cyanomethyl)-N^{ (lS)-2,2,2-trifluoro-l-[4 - 

25 (methvlsulfonvlVlJ -biphenvl-4-vl1ethvl)-L-leucinamide 

To a DMF (200 mL) solution of the acid from Step 7 (9 g) was added 
benzotria2ol-l-yloxytris(dimethylamino)phosphonium hexafluorophosphate (11.6 g), 
aminoacetonitrile hydrochloride (3.94 g) and the mixture was cooled to 0 °C. 
Triethylamine (9.9 mL) was added dropwise and the mixture warmed to room 
30 temperature and stirred for 16 hours. It was poured into ice and saturated aqueous 
sodium bicarbonate and extracted with diethyl ether (3 X 100 mL). The combined 
extracts were washed with brine, dried with magnesium sulfate and the solvent 
removed in vacuo. The residue was purified by chromatography on Si02 using ethyl 
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acetate and hexanes (1:1). The title compound was then stirred in diethyl ether for 16 
hours, filtered and dried (mp 140.5 ^C). 

^HNMR (CD3COCD3) 6 8.0(2H, d), 7.95(2H, d), 7.8(2H, d), 7.65(2H, d), 4.35- 
5 4.45(1H, m), 4.1-4.2(2H, m), 3.45-3.55(lH, m), 3.15(3H, s), 2.65-2.7(lH. m), 1.85- 
1.95(1H, m), 1.4.1.6(2H, m), 0.85-0,95(6H, m). 

EXAMPLE9 

10 Sythesis of N^{(lS)-l-[4'"(aminosulfonyl)-l,r-biphenyl-4-yl]-2,2,2-trifluoroethyI}- 
N ^ (cvanomethvl VL-leucinamide 




Step 1: Preparation of N^[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]- 

15 N'fcvanomethvlVL-leucinamide 

A suspension of H5IO6 /CrOs (1925 mL of 0.44 M in CH3CN; see Note 
in step 6, example 8) was cooled to 0 V and a solution of (2S)-2.{[(lS)-l-(4- 
bromophenyl)-2,2,2-trifluoroethyl]amino}-4-methylpentan-l-ol from Step 4, Example 
8 (60 g) in CH3CN (1500 mL) was added dropwise. The mixture was stirred at 0-5 ®C 
20 for 3.5 hours. It was poured into pH 4 Na2HP04 (2.5 L) under vigorous stirring and 
the mixture was extracted with diethyl ether (3 X 500 mL). The combined ether 
extracts were washed with water and brine (1:1), with dilute aqueous NaHSOs and 
brine. The organic extract was dried with sodium sulfate, filtered and concentrated in 
vacuo to yield N-[(lS)-l-(4-bromophenyl)-2,2,2-trifIuoroethyl]-I^leucine used as 
25 such in the following coupling with aminoacetonitrile. 
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To a DMF (1500 mL) solution of the crude acid (46 g) was added 
benzotriazol-l-yloxytris(dimethylamino)phosphonium hexafluorophosphate (71.5 g), 
aminoacetonitrile hydrochloride (25.4 g) and the mixture was cooled to 0 
Triethylamine (60.8 mL) was added dropwise and the mixture warmed to room 
5 temperature and stirred for 16 hours. It was poured into ice and saturated aqueous 
sodium bicarbonate and extracted with diethyl ether (3 X 300 mL). The combined 
extracts were washed with brine, dried with magnesium sulfate and the solvent 
removed in vacuo. The residue was purified by chromatography on Si02 using a 
gradient of ethyl acetate and hexanes (1:3 to 1:2) to yield the title compound pure 
10 enough for use in the next step. 

*H NMR (CD3COCD3) 8 7.95-8.05(bs, NH), 7.6(2H, d), 7.45(2H, d), 4.4(1H, m), 4.1- 
4.2(2H, m), 3.4-3.5(lH, m), 2.6-2.7(lH, m), L8-1.95(1H, m), 1.4-L6(2H, m), 0.85- 
0.95(6H, m). 

15 Step 2: Preparation of N^-(cyanomethyl)-N^{ (lS)-2,2,2-trifluoro-l-[4-(4,4,5,5- 

tetramethvl-L3,2-dioxaborolan-2-vnphenvllethvn-L-leucinamide 
A stream of nitrogen was passed through a DMF (700 mL) suspension 
of N^[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^(cyanomethyl)-L-leucinamide 
from Step 1 (28.5 g), bis(pinacolato)diboron (23 g) and potassium acetate (24 g) for 

20 15 minutes followed by the addition of [1, r-bis(diphenylphosphino)- 

ferrocene]dichloropalladium(II), complex (1:1) with dichloromethane (2.9 g). The 
mixture was warmed to 65 and stirred under nitrogen for 2.5 hours. The mixture 
was cooled to room temperature, diluted with ethylacetate and hexanes (1:1, 300 mL) 
and poured over water (2 L) and ice (500 g). The organic layer was separated and the 

25 aqueous layer further extracted with ethyl acetate and hexanes (1:1, 3 X 200 mL). The 
combined extracts were washed with brine and dried with magnesium sulfate. 
Removal of the solvent left a residue that was purified by chromatography on Si02 
using ethyl acetate and hexanes (1:2) to yield the boronate. 

30 *H NMR (CD3COCD3) 5 7.95-8.05(bs, NH), 7.7-7.8(2H, d), 7.45-7.55(2H, d), 4.3- 
4.4(1H. m), 4.05-4.15(2H. m). 3.4-3.5(lH, m), 2.55-2.65(lH, m), 1.85-1.95(1H, m), 
1.45-1.55(2H, m), L15-1.4(12H, m; some pinacol also present as a contaminant), 
0.85-0.95(6H, m). 
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Step 3: Preparation of N^{(lS)-l-[4-(aminosulfonyl)-l,l -biphenyl-4-yll-2,2,2- 

trifluoroethvU-NVcvanomethvlVL-leucinamide 

A stream of nitrogen was passed through a suspension made of the 
boronate from Step 2 (4 g), 4-bromobenzenesulfonaniide (3.3 g), 2 M Na2C03 (20 
5 mL) and n-propanol (100 mL) for 15 minutes. A 1:3 mixture (0.25 g) of Pd(0Ac)2 
and PPhs was then added and the reaction was warmed to 85 and stirred under 
nitrogen for 3 hours. The mixture was cooled to room temperature, diluted with 
ethylacetate (100 mL) and poured over water (500 mL) and ice (100 g). The ethyl 
acetate layer was separated and the aqueous further extracted with ethyl acetate (100 
10 mL). The combined ethyl acetate extracts were washed with dilute aqueous NaHCOa, 
brine and dried with magnesium sulfate. Removal of the solvent left a residue that 
was purified by chromatography on Si02 using a gradient of ethyl acetate, hexanes 
and dichloromethane (2:3:0.1 to 1:1:0.1). The product was then stirred in diethyl ether 
for 16 hours, filtered and dried to yield the title compound. 

15 

^HNMR (CD3COCD3) 5 8-8.1(3H, m), 7.9(2H, d),7.8(2H, d), 7.65(2H, d), 6.6- 
6.7(2H, m), 4.4(1H, m), 4.1-4.2(2H, m), 3.5(1H, m), 2.6-2.7(lH, m), 1.9(1H, m), 
1.45-1.6(2H, m), 1.4-L6(4H, m), 0.9-1.0(6H, m). 

20 EXAMPLE 10 

Synthesis ofN\l -cyanocyclopropyl)-;V^ { ( 15)-2,2,2-trifluoro- 1 -[4 -(methylsulfonyl)- 
1 . 1 -biphen vl-4'Vllethvl 1 -L-leucinamide 




25 To a mixture of N-{(lS)-2,2,2-trifluoro-l-[4Kmethylsulfonyl)-l,l - 

biphenyl-4-yl]ethyl}-L-leucine from Example 8 (0.83 g), O-(7-azabenzotria20l-l-yl)- 
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N, N, N*, N'-tetramethyluronium hexafluorophosphate (0.78 g), cyclopropylamine 
hydrochloride (0.466 g) in DMF (18 mL) at 0 was added triethylamine (0.9 mL). 
The mixture was kept at room temperature for 48 hours and then poured into dilute 
aqueous anmionium cholride and diethyl ether. The ether layer was separated and the 
S aqueous further extracted with diethylether. The combined ether extracts were washed 
with brine, dried with magnesium sulfate and the solvent was removed in vacuo. The 
residue was purified in SiOi using ethyl acetate and hexanes (1:1) as eluant, followed 
by a swish in diethyl ether to yield the title compound. 

10 *H NMR (CD3COCD3) 8 8.15(1H, bs), 8.05(2H, d), 8.0(2H, d), 7.8(2H, d), 7.65(2H, 
d), 4.35-4.45(lH, m), 335-3.45(lH, m). 3.2(3H, s), 2.65-2.7(lH, m), L85-L95(1H. 
m), 1.3-1.6(5H, m). 1.05-1. 15(1H. m), 0.85-0.95(6H, m). 



EXAMPLE U 

15 

Synthesis of Af'-(cyanomethyl)-N^-[(lS)-2,2,3,3,3-pentafluoro-l-(4-pyridin-4- 
vlphenvDpropvlVL-leucinamide 



20 




Step 1: Preparation of (45)-4-isobutvl-2-(pentafluoroethvl)-13-oxazolidine 

Pentafluoropropanal methyl hemiacetal (14.9 g, 82.8 mmol) and L- 
leucinol (9,7 g, 82.8 mmol) were dissolved in 100 mL of benzene and heated to 
reflux overnight in a flask equipped with a Dean-Stark tube. The resulting solution 
25 was cooled and concentrated to provide the title compound as an oil which was used 
directly in the following step. 



Step 2: Preparation of (25)-2-{ t(lS)-l-(4-bromophenyl)-2,2,33.3- 
pentafluoropropvllamino 1 -4-meth vlpentan-1-ol 
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To a -78 ""C solution of dibromobenzene (9.85 g, 41.8 mmol) in 100 
mL of THF was added nBuLi (16.5 mL of 2.5M hexanes solution, 41.2 mmol) giving 
a thick suspension. After stirring 10 min, a solution of (45)-4-isobutyl-2- 
(pentafluoroethyl)-l,3-oxazolidine (3.3 g, 13 mmol) in 3 mL THF was added giving a 
5 dark brown solution. The solution was allowed to warm to room temperature, then 
was poured into saturated aqueous ammonium chloride and extracted with ether. 
Purification by silica gel chromatography (10% to 40% ethyl acetate/hexanes 
gradient) gave die title compound as a single diastereomer. 

10 Step 3: Preparation of A^^-[(15)-l-(4-bromophenyl)-2,2,3,3,3- 

pentafluoropropvll-A^^>fcvanomethvl)-L~leucinamide 

The total sample of (25)-2-{ [(15)-l-(4-bromophenyl).2,2,3,3,3- 
pentafluoropropyl]amino}-4-methylpentan-l-ol (1.6 g, 4.0 mmol) was converted to 
the title compound using the method of Example 8, Steps 6 and 7. Purification by 
15 silica gel chromatography (15% to 80% ethyl acetate/hexanes gradient) provided the 
title compound as a solid. 

NMR (CD3COCD3, 500 MHz) 8 7.8 (IH, br), 7.55 (2H, m), 7.40 (2H, m), 4.4-4.5 
(IH, m), 3.95 (2H, m). 3.33 (IH, m), 2.75 (IH, m), 1.82 (IH, m), 1.5 (IH, m), 1.38 
20 (lH.m).0.88(6H,dd), 

Step 4: Preparation of //^-(cyanomethyl)-Af^-[(lS)-2,2,3,3,3-pentafluoro-l-(4- 

Pvridin-4-vlphenvnpropvn-L-leucinamide 

To a solution of A^^-[(lS)-l-(4-bromophenyl)>2,2,3,3,3- 
25 pentafluoropropyl]-//^-(cyanomethyl)-L-leucinamide (82 mg, 0. 18 mmol), 4- 

pyridylboronic acid (30 mg, 0.24 mmol) and PdCl2(dppf) (14 mg, 0.02 mmol) in 2.5 
mL DMF was added 2M NazCOs (0.25 mL). The mixture was heated to 95 for 2.5 
h, then cooled and partitioned between aq. NaaCOs and ether. The aqueous phase was 
washed with brine and dried over MgS04. Purification by silica gel chromatography 
30 (65% to 95% ethyl acetate/hexanes gradient) provided the title compound. 

*H NMR (CD3COCD3, 500 MHz) 5 8.66 (2H, m), 7.85 (IH, br), 7.81 (2H, m), 7.70 
(2H, m), 7.62 (2H, m). 4.5-4.6 (IH. m), 3.95 (2H, m). 3.4 (IH, m). 2.81 (IH. m), 1.88 
(IH. m). 1.55 (IH. m). 1.42 (IH, m). 0.92 (6H. dd). 
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EXAMPLE 12 

Synthesis of N'-(l-cyanocyclopropyl)-A^-{ (15)-2,2-difluoro-l-[4 -(methylsulfonyl)- 
5 1 , 1 -biphenvM-vlleth vl 1-L-leucinamide 




Step 1: Preparation of (25)-l-{ [/erf-butyl(dimethyl)silyI]oxy )-4-methylpentan- 

2-ainine 

10 Prepared as in Step 1 of Example 8. 

Step 2: Preparation of (25)-l-{ [tert-butyl(dimethyl)silyl]oxy }-A^-[(l£)-2,2- 

difluoroethvlideneM-methvlpentan-2-amine 

A mixture of (25)-l-{[fm-butyl(dimethyl)silyl]oxy}-4-methylpentan- 
15 2-ainine (8.5 g, 36.8 mmol) and difluoroacetaldehyde ethyl hemiacetal (5.0 g, 39.7 
mmol) in benzene was refluxed with a Dean-stark trap overnight. Solvent was 
removed in vacuo. The residue was passed through a short silica column and eluted 
with hexanes:EtOAc (10:1) to give the title compound as a pale yellow oil. 

20 NMR (CD3COCD3) 5 7.72 (m, IH), 6.12 (dt, IH), 3.70 (dd, IH), 3.54 (dd, IH), 
3.36 (m, IH), 1.48 (m, 2H), 1.32 (m, IH), 0.95 - 0.78 (m, 15H), 0.06 (s, 3H), 0.02 (s, 
3H). 

Step 3: Preparation of (25)-2-{ [(15)-l-(4-bromophenyl)-2,2- 
25 difluoroethvl1amino)'4-methvlpentan-l-ol 
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n-BuLi (2.5 M in hexanes, 1.43 mL) was added to a -70 THF (8.5 
mL) solution of 1,4-dibromobenzene (884 mg) and the mixture was stirred for 15 
minutes. A THF (8.5 mL) solution of (25)-l-{ [/err-butyI(dimethyl)silyi]oxy }-4- 
methyl-A^-[(l£)-2,2-difIuoroethylidene]pentan-2-amine (1.0 g) was then added 
5 dropwise and the mixture was stirred for 1.5 hours. The mixture was then poured 
slowly into an icy saturated aqueous solution of anunonium chloride under vigorous 
stirring and was extracted with 3 portions of ethyl acetate. The combined organic 
layers were washed with brine, dried with magnesium sulfate and the solvent was 
removed in vacuo to yield a residue, which was purified on Si02 using a gradient of 

10 hexanes and ethyl acetate (90: 10 to 75:25) as eluent to yield (25)-A^-[(lS)-l-(4- 

bromophenyl)-2,2-difluoroethyI]- 1 - { [ferr-butyl(dimethyl)silyl]oxy } -4-methylpentan- 
2-amine. (2S)-N-[(15)-l-(4-Bromophenyl)-2,2-difluoroethyl]-l-{ [ferr- 
butyl(dimethyl)silyl]oxy}-4-methylpentan-2-amine (200 mg) was dissolved in CH3CN 
(4 mL) and the solution was cooled to 0 HF-pyridine (40 |xL) was added dropwise 

15 and the mixture was reacted for 16 hours. The mixture was poured into a saturated 
solution of sodium bicarbonate, ethyl acetate was added and the resultant mixture was 
vigorously shaken. The organic layer was separated and the aqueous further extracted 
with ethyl acetate (2 X 50 mL), The combined organic layers were washed with brine, 
dried with magnesium sulfate and the solvent was removed in vacuo to yield a residue 

20 which was purified on Si02 using a gradient of hexanes and ethyl acetate (80:20 to 
60:40) as eluent to yield the title compound. 

NMR (CD3COCD3) 5 7.6 (2H, d), 7.45 (2H, d), 6.0 (IH, dt), 4.25 (IH, m), 3.65 
(IH, t), 3.5-3.55 (IH, m), 3.3-3.35 (IH, m), 2.55-2.65 (IH, m), 2.15-2.25 (IH, m), 
25 1.6-1.7 (IH, m). 1.3-1.4 (IH, m). 1.2-1.3 (IH, m), 0.9 (3H, d), 0.8 (3H, d). 

Step 4: Preparation of jV-[(15Vl-(4-bromophenvn-2,2-difluoroethvll-L-leucine 

A suspension of H5IO6 /CrOs (5.5 mL of 0.40 M in CH3CN; see Note 
below) was cooled to 0 and a solution of the alcohol from Step 3 (250 mg) in 
30 CH3CN (3.7 mL) was added dropwise. The mixture was stirred at 0-5 for 3.5 
hours. After this period, 2.0 mL of the oxidant was added. After 1.5 hours the 
mixture was poured into Na2HP04 buffer (0.4 g in 10 mL) under vigorous stirring and 
the mixture was extracted with diethyl ether (3 X 20 mL). The combined ether 
extracts were washed with water and brine (1:1), dilute aqueous NaHSOa and brine. 
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The organic extract was dried with magnesium sulfate, filtered and the solvent was 
evaporated to dryness to yield the title compound which was used without further 
purification. 

Note: The oxidizing reagent (H5IO6 /CrOa) was prepared as described 
in Tetrahedron Letters 39 (1998) 5323-5326 but using HPLC grade CH3CN (contains 
0.5% water); no water was added. 

NMR (CD3COCD3) 8 7.55 (2H, d), 7.4 (2H, d), 6.05 (IH, dt), 3.95-4.05 (IH, m), 
3.45 (IH, t). 2.7-3.0 (bm. NH/OH), 1.85-1.95 (IH. m), 1.5 (2H, t), 0.95 (3H, d), 0.9 
(3H.d). 

Step 5: Preparation of Ar^-[(15)-l-(4-bromophenyl)-2,2-difluoroethyl]-//'-(l- 

cvanocvclopropvlVL-leucinamide 

To a DMF (2 mL) solution of the acid from Step 4 (258 mg) was added 
0-(7-azabenzotriazol-l-yl)-N, N, N', N'-tetramethyluronium hexafluorophosphate 
(337 mg) and 1-aminocyclopropanecarbonitrile hydrochloride (175 mg). After stirring 
for 1 min, diisopropylethylamine (0.45 mL) was added dropwise and the mixture was 
stirred for 16 hours. The resultant mixture was poured into saturated aqueous sodium 
bicarbonate and extracted with ethyl acetate (3X15 mL). The combined extracts were 
washed with brine, dried with magnesium sulfate and the solvent removed in vacuo. 
The residue was purified by chromatography on Si02 using hexanes and ethyl acetate 
(80:20 to 50:50) to afford the title compound. 

% NMR (CD3COCD3) 5 8.05 (IH, m), 7.55 (2H, d), 7.4 (2H, d), 6.05 (IH, dt), 3.95- 
4.05 (IH, m), 3.25-3.3 (IH, m), 2.4-2.45 (IH, m). 1.8-1.9 (IH, m), 1.4-1.55 (2H, m), 
0.95-1.1 (2H,m). 0.95 (6H,t). 

Step 6: Preparation of ^'-(l-cyanocyclopropyl)-iV^-{(15)-2,2-difluoro-l-[4'- 

(methylthioVl .1 '"biphenvl-4-vllethvl ) -L-leucinamide 

A stream of nitrogen was passed through a suspension of the aryl 
bromide from Step 5 (65 mg), 4-(methylthio)phenylboronic acid (40 mg), 2 M 
Na2C03 (0.22 mL) and DMF (1.0 mL) for 5 minutes. PdC^dppf was then added and 
the reaction was warmed to 80 and stirred under nitrogen for 4 hours. The mixture 
was cooled to room temperature, diluted with ethyl acetate (20 mL) and poured into a 
saturated solution of sodium bicarbonate. The ethyl acetate layer was separated and 
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the aqueous further extracted with ethyl acetate (2X15 mL). The combined ethyl 
acetate extracts were washed with brine and dried with magnesium sulfate. Removal 
of the solvent left a residue that was purified by chromatography on SiOz using a 
gradient of hexanes and ethyl acetate (90:10 to 50:50) to afford the title compound. 

5 

NMR (CD3COCD3) 8 8.1 (IH, m), 7.6-7.65 (4H, m), 7.45 (2H, d), 7.35 (2H, d), 
6.05 (IH, dt), 3.9-4.0 (IH. m), 3.2-3.3 (IH, m), 2.5 (3H, s), 2.35-2.4 (IH, m). 1.8-1.9 
(IH, m), 1.3-1.5 (4H, m), 0.85-1.0 (8H, m). 

10 Step 7: Preparation of iV^-(l-cyanocyclopropyl)-iV^ -{(15)-2,2-difluoro-l-[4- 

(methvlsulfonvl)-l .r-biphenvl-4-vl1ethvl )-L-leucinamide 

To a solution of the sulfide (50 mg) from Step 6 in toluene (1.0 mL) 
and ethyl acetate (0.1 mL) was added Na2W04*2H20 (1 mg) and BU4NHSO4 (2 mg). 
30 % Hydrogen peroxide (30 |iL) was then slowly added and the mixture was stirred 

15 at room temperature for 1.5 hours. The mixture was poured into dilute aqueous 
sodium thiosulfate and ethyl acetate. The organic layer was separated and the 
aqueous further extracted with ethyl acetate (2 X 10 mL). The combined organic 
layers were washed with brine, dried with magnesium sulfate and the solvent was 
removed in vacuo to yield a residue which was purified on Si02 using hexanes and 

20 ethyl acetate (50:50 to 0: 100) followed by dichloromethane and diethyl ether (90: 10) 
as eluent to yield the title compound. 

NMR (CD3COCD3) 5 8.15 (IH, m), 8.0 (2H, d), 7.95 (2H, d), 7.75 (2H, d), 7.55 
(2H, d), 6.1 (IH, dt), 4.0-4.1 (IH, m), 3.25-3.35 (IH, m), 3.15 (3H, s). 2.4-2.5 (IH. 
25 m), 1.8-1.9 (IH, m), 1.4-1.55 (4H, m), 0.85-1.05 (8H, m). 
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EXAMPLE 13 

Synthesis of N^-[(15)-lK6H:hloropyridin-3-yl)-2,2.2-trifluoroethyll-N'-(l- 
5 cvanocvclopropvlVL-leucinamide 




Step 1: Preparation of (2^-2-{ [(15)-l-(6-chloropyridin.3-yl)-2,2,2- 

10 trifluoroeth vllamino 1 -^-methylpentan- 1 -ol 

To a solution of 5-bromo-2-chloropyridine (2.5 g, 13 mmol) in ether 
(30 mL) at -78 was added n-butyllithium (13 nimol, 2.S M in hexane). The mixture 
was stirred at -78 "^C for 1 h. (2S)-l-{[re/t-butyl(dimethyl)silyl]oxy}-4-methyl-7V- 
[(ljB)-2,2,2-trifluoroethylidene]pentan-2-aniine (3.64 g, 11.7 mmol, see Step 2, 
15 Example 8) was added. The mixture was stirred at -78 *C for 2 h. Saturated aqueous 
NH4CI was added to the reaction mixture and the mixture was extracted twice with 
EtOAc. The combined organic extracts were washed with brine, dried over anhyd. 
MgS04 and concentrated to an oil (5.3 g). The crude oil (2.0 g) was then treated with 

(Bu)4NF (6 mL,lM in THF). The mixture was stirred at rt for 1 h, saturated aqueous 
20 NH4CI was added and the mixture was extracted twice with EtOAc. The combined 
organic extracts were washed with brine, dried over anhyd. MgS04 and concentrated 

to an oil. Chromatography (20% EtOAc/hexane) afforded the title compound. 

Step 2: Preparation of N-[(lS)-l-(6-chloropyridin-3-yl)-2,2,2-trifluoroethyl]-L- 

25 leucine. 

A stock solution of H5IO6/CTO3 was prepared by dissolving H5IO6 
(68.4 g, 0.3 mol) and C1O3 (138 mg, 1.2 mol%) in CH3CN (684 mL) to give a 0.44 M 
solution. To a solution of HsWCrOa (16 mmol, 36 mL. 0.44 M in THF) at -5 °C (ice 
and salt bath) was added a solution of (2S)-2-{[(lS)-l-(6-chloropyridin-3-yl)-2,2,2- 
30 trifluoroethyl]amino}-4-methylpentan-l-ol (1 g) in 3 mL THF dropwise. The internal 
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temperature was monitored and reaction temperature was not allowed to rise above 0 
°C. The reaction was monitored by TLC until the reaction was complete (3-4 h). 
Na2HP04 (80mL) was added to the reaction mixture which was then extracted with 
EtOAc. The organic extract was washed with brine, NaHSOa (120 mL) and brine 
S again, dried over anhyd. MgS04 and concentrated to an oil. The oil was redissolved 
in EtOAc and filtered through a short pad of silica gel, eluted with EtOAc and the 
filtrated was concentrated to give the title compound. 

Step 3: Preparation of N^-[(lS)-l-(6-chloropyridin-3-yl)-2,2,2-trifluoroethyl]- 

10 N'-(l-cvanocvclopropvl)-L-leucinamide 

To a solution of the crude acid (0.73 g, 2.25 mmol) from Step 2 in 
DMF (12mL) was added l-aminocyclopropanecarbonitrile hydrochloride (0.4 g, 3.37 
mmol.) andHATU (0.86 g, 2.25 nmiol). Diisopropylethylamine (1.96 mL, 11.24 
nmiol) was added, the mixture was stirred at rt for 20 h. EtOAc and water were added. 
15 The mixture was separated after agitation and the organic extract was washed with 
water and brine and dried over anhyd. MgS04. Concentration of the organic extract 
followed by chromatography (30-50% EtOAc/hexane) gave the title compound. 
MS (+ESI): 389.3 [M+1]^. 

20 *H NMR (500 MHz. CD3COCD3): 5 0.92 (d, 3H, J = 6.6 Hz). 0.93 (d, 3H. J = 6.6 
Hz), 1.00 ( m, IH), 1.09 (m, IH), 1.45 (m, 4H), 1.90 (m, IH), 2.81 (m, IH), 3.43 (m. 
IH), 4.47 (m, IH), 7.54 (d, IH, J = 8.3 Hz), 7.98 (d, IH J = 6.2 Hz). 8.1 (s, IH), 8.5 
(s, IH). 
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EXAMPLE 14 

Synthesis of N^-{ (lS)-l-[6-(4-acetylphenyl)pyridin-3-yl]-2,2,2-trifluoroe% 
cvanocvclopropvD-L-leucinamide 




O 



To a solution of N^-[(15)-l-(6-chlo^opyridin-3-yl)-2,2,2- 
trifluo^oethyl]-N*-(l-cyanocyclop^opyl)-L-leucinamide (100 mg, 0.26 mmol) in 

10 toluene (1.5 mL) and n-propanol (0.4 mL) was added under a stream of nitrogen, 4- 
(acetyl)phenylboronic acid (55 mg, 0.33 mmol ), Pd(PPh3)4 (15 mg, 0.013 mmol) and 
Na2C03 (2 M, 0.5 mL). The mixture was degassed with a rapid stream of nitrogen 
bubbling through the mixture and the mixture was heated to 150 °C in a Smith Creator 
microwave reactor (Personal Chemistry AB, Uppsala, Sweden) for 800 sec. The 

15 mixture was cooled, diluted with EtOAc and washed with water. Chromatography 
(50% EtOAc/Hexane) gave the tide compound. 
MS (+ESI): 473.2 [M+1]^ 

*H NMR (500 MHz, CD3COCD3): 5 0.93 (d, 3H, J = 6.6 Hz). 0.94 (d, 3H, J = 6.6 
20 Hz), 1.07 ( m, IH), 1.40 (m, 2H), 1.49 (m, IH), 1.55 (m, IH), 1.92 (m, IH), 2.66 (s, 
3H), 2.83 (m, 2H), 3.45 (m, IH), 4.50 (m, IH), 8.15 (m, 5H), 8.30 (d, 2H, J = 8.5 Hz), 
8.79 (s, IH). 
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EXAMPLE 15 

Synthesis of of /V^-(l-cyanocyclopropyl)-4-fluoro-//^-{(15).2,2,2-trifluoro-l-[4 - 
(methvlsulfonvl VIJ -biphenvl-4-vnethvl }-L-leucinamide 




Step 1: Preparation of benzyl (3S)-3-[(rerr-butoxycarbonyl)anuno]-4- 

hvdroxvbutanoate 

10 N-(rerr-Butoxycarbonyl)-L-aspartic acid 4-benzyl ester (30 g) was 

dissolved in dimethoxyethane (90 mL) and the solution was cooled to -5 ^C. N- 
Methylmorpholine (10.32 mL) was added followed by a slow addition of isobutyl 
chloroformate (12.66 mL) such that the reaction temperature was kept below -10 ^C. 
The mixture was aged for 0.5 hour. The solids were quickly filtered and washed widi 
dimethoxyethane (90 mL). The filtrate was cooled to -50 ®C and a solution of sodium 
borohydride (4.4 g) in water (45 mL) was added slowly such that the reaction 
temperature was maintained between -30 °C and -15 °C. Water (500 mL) was then 
added such that the reaction mixture temperature was maintained below -15 ^C. The 
suspension was filtered, the solid washed with water (400 mL) and dried to yield 
benzyl (3S)-3-[(rerr-butoxycarbonyl)amino]-4-hydroxybutanoate. 

NMR (CD3COCD3) 5 7.3-7.45 (5H, m), 5.85-5.95 (IH, NH), 5.15 (2H, s), 3.95- 
4.1 (2H. m), 3.5-3.7 (2H, m), 2.55-2.75 (2H, m), 1.4 (9H, s). 

Step 2: Preparation of benzvl rf4^-2-oxo- 1.3 -ox azolidin>4-vn acetate 

To a solution of the alcohol (95.7 g) from Step 1 in dichloroethane 
(925 mL) was added pyridine (625 mL) and the mixture was cooled to 0-5 
Anhydrous p-toluenesulfonic anhydride (105.7 g) was added and the mixture was 
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warmed to room temperature and stirred for 1 hour and then heated to 90 C for 2 
hours. The mixture was cooled, diluted with dichloromethane (1000 mL) and washed 
with IN HCl (3 X 600 mL). The organic layer was washed with brine, dried with 
sodium sulfate and the solvents were removed in vacuo. The residue was purified by 
5 chromatography on SiOa using ethyl acetate and hexanes in a 1:1 ratio followed by 
ethyl acetate to yield benzyl [(45)-2-oxo-l,3-oxazolidin-4-yl]acetate. 

% NMR (CD3SOCD3) 8 7.8 (IH, NH), 7.3-7.45 (5H, m), 5.05-5.15 (2H, m), 4.4-4.5 
(IH. m), 4.1-4.2 (IH, m), 4.0-4.05 (IH, m). 3.6-3.8 (2H, m). 

10 

Step 3: Preparation of (4S)-4-(2-hydroxy-2-methylpropyl)- 1 ,3-oxazolidin-2- 

one 

Methylmagnesium bromide (227 mL of 3M solution in diethyl ether) 
was added to a mixture of toluene (340 mL) and THF (340 mL) at -20 °C. A warm 

15 THF solution (170 mL) of the ester from Step 2 (40 g) was then added dropwise 
maintaining the temperature below -10 ^C. The mixture was aged for 2 hours and 
was then slowly added to a mixture of water (1000 mL) and acetic acid (200 mL) and 
the resultant mixture was stirred for 2 hours at room temperature. The aqueous layer 
was separated and the organic layer was extracted with water (2 X 200 mL). The 

20 product was extracted from the combined aqueous layers using dichloromethane and a 
continuous extractor. The dichloromethane extract was evaporated to dryness using 
heptane as a co-solvent to azeotrope off the acetic acid. The residue was purified by 
chromatography on Si02 using ethanol and dichloromethane (1:30) to yield (45)-4-(2- 
hydroxy-2-methylpropyl)- 1 ,3-oxazolidin-2-one. 

25 

NMR (CD3COCD3) 5 6.1-6.4 (IH, NH), 4.45-4.55 (IH, m), 4.1-4.2 (IH, m), 3.95- 
4.05 (IH, m), 3.7 (IH, s), 1.65-1.85 (2H, m). 1.25 (6H, m). 

Step 4: Preparation of (45)-4-(2-fluoro-2-methvlpropvl)-1.3-oxazolidin-2-one 

30 A dichloromethane solution (100 mL) of the alcohol (47.8 g) from Step 

3 was added to a -70 solution of (diethylamino)sulfur trifluoride (48.5 g) in 
dichloromethane (500 mL). The mixture was warmed to room temperature and stirred 
for 1 hour. The mixture was then carefully added to a 0 mixture of saturated 
aqueous NaHCOs (800 mL). The organic layer was separated and washed with 
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saturated aqueous NaHCOs. The aqueous was further extracted with dichloromethane 
(100 mL) and the combined dichloromethane layers were dried and concentrated. The 
residue was purified by chromatography on SiOa using ethyl acetate and hexanes (1:5) 
followed by ethyl acetate to yield (45)-4-(2-fluoro-2-methylpropyl)-l,3-oxazolidin-2- 
5 one, 

*H NMR (CD3SOCD3) 8 7.6 (IH, NH), 4.4-4.5 (IH, m), 3.95-4.05 (IH, m), 3.9-3.95 
(IH, m), 1.8-1.95 (2H, m), 1.25-1.4 (6H. 2s). 

10 Step 5: Preparation of (25V2-aniino-4-fluorO"4-methvlpentan-l-ol 

To a solution of the fluoro derivative (21.0 g) from Step 4 in 90% 
aqueous ethyl alcohol (216 mL) was added potassium hydroxide (21.9 g). The mixture 
was heated at reflux for 4 hours and cooled to room temperature. The mixture was 
then concentrated and co-evaporated with toluene (3 X 300 mL). The residue was 

15 dissolved in dichloromethane (500 mL) and stirred for 0.5 hour. The suspension was 
filtered through celite and the celite was washed with dichloromethane (3 X 100 mL). 
The filtrate was concentrated to dryness to yield (25)-2-amino-4-fluoro-4- 
methylpentan- 1 -ol . 

20 NMR (CD3OD) 8 3.4.3.5 (IH, m), 3.2-3.3 (IH, m), 3.0-3.1 (IH, m), 1.5-1.7 (2H, 
m),1.35 (3H, s), 1.3 (3H, s). 

Step 6: Preparation of (25)-l-{ [ferf-butyl(dimethyl)silyl]oxy }-4-fluoro-4- 
methvlpentan-2-amine 

25 The amino alcohol (21.0 g) from Step 5 was dissolved in 

dichloromethane (300 mL) and the solution was cooled to 0 ^C. 4- 
(Dimethylamino)pyridine (0.051 g) and rerr-butyldimethylsilyl chloride (21 g) were 
added followed by triethylamine (25 mL). The mixture was stirred at room temperature 
overnight. The reaction mixture was slowly poured into 0 saturated aqueous 

30 ammonium chloride and extracted with dichloromethane (3 X 300 mL). The organic 
layer was washed with brine, dried with sodium sulfate and the solvents were removed 
in vacuo to yield (2S)-l-{[fgrr-butyl(dimethyl)silyl]oxy}-4-fluoro-4-methylpentan-2- 
amine. 
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^HNMR (CD3OD) 5 3.6-3.65 (IH, m), 3.4-3.5 (IH, m), 3.1-3.2 (IH, m), 1.6-1.8 (2H, 
m), 1.35-1.45 (6H. m). 0.93 (9H, s), 0.1 (6H, s). 

Step 7: Preparation of (25)-l-{ [fert-butyl(dimethyl)silyl]oxy}-4-fluoro-4- 

5 niethvl-A^-fn£^-2,2.2-trifluoroethvlidene1pentan-2-amine 

To a solution of the amine (31.5 g) from Step 6 in benzene (126 mL) 
was added trifluoroacetaldehyde methyl hemiacetal (21.6 mL.). The solution was 
heated at reflux overnight using a Dean-Stark trap to collect water. The reaction 
mixture was cooled to room temperature and concentrated to dryness. The residue was 
10 purified on SiOz using 4% of ethyl acetate in hexanes to yield (2S)-l-{ [tert- 
butyl(dimethyl)silyl]oxy } -4-fluoro-4-methylpentan-2-amine. 

%NMR (CD3COCD3) 6 7.9-7.95 (IH, m), 3.75-3.85 (IH, m), 3.7-3.75 (IH, m), 
3.53-3.6 (IH, m), 1.9-2.0 (2H, m), 1.3-1.4 (6H, m), 0.9 (9H, s), 0.1 (3H. s), 0.05 (3H, 

15 s). 

Step 8: Preparation of (25)-2-{ [(lS)-l-(4-bromophenyl)-2,2,2- 

trifluoroethvnaminoM-fluorO'4-methvlpentan-l-ol 

To a -75 solution of 1,4-dibromobenzene (0.26 g) in THF (4 mL) 
20 was added n-BuLi (0.42 mL of a 2.5M hexanes solution) and the mixture was aged for 
20 minutes. The imine (0.329 g) from Step 7 in THF (2 mL) was added and the 
mixture was aged 2 hours. The mixture was then added to a mixture of water (50 mL), 
NH4CI (1 g) and crushed ice. It was extracted with ethyl acetate (2 X 25 mL) and the 
combined ethyl acetate layers were dried and evaporated to dryness. 

25 

The same procedure was repeated on a larger scale using 1,4- 
dibromobenzene (1.2 g), n-BuLi (1.84 mL) and the imine (1.38 g) and the reaction 
mixture was treated as above. The combined residues from both preparations were 
dissolved in THF (10 mL) and cooled to 0 ^C. n-Tetrabutylanmionium fluroride (6 
30 mL from a IM THF solution) was added and the mixture was stirred at + 5 for 16 
h. The mixture was poured into a mixture of water (50 mL), ammonium chloride (1 g) 
and crushed ice and the organic layer was separated. The aqueous was further 
extracted with ethyl acetate (2X15 mL) and the combined organic layers were dried 
and concentrated. The residue was purified on Si02 using ethyl acetate and hexanes 
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(1:5) to yield (2S)-2-{[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]aniino}-4-fluoro- 
4-methylpentan - 1 -ol . 

NMR (CD3COCD3) 8 7.65 (2H, m), 7.5 (2H, m), 4.5-4.6 (IH, m), 3.8 (IH, m), 3.6 
5 (IH, m), 3.3-3.4 (IH. m), 2.85-2.0 (IH, m), 2.55 (IH, m), 1.7-1.9 (2H, s), 1.3-1.4 (6H, 
m). 

Step 9: Preparation A^^-[(15)-l-(4-bromophenyl)-2,2.2-trifluoroethyl]-A^'-(l- 
cvanocvcloDroDvn-4-flu6ro-L-leucinamide 

10 A suspension of H5IO6 /C1O3 (66 mL of 0,44 M in CH3CN; Note) was 

cooled to 0 and a solution of the alcohol from Step 8 (1.55 g) in CH3CN (5 niL) 
was added dropwise. The mixture was stirred at 0-5 for 3.5 hours. It was poured 
into pH 4 Na2HP04 (200 mL) under vigorous stirring and the mixture was extracted 
with diethyl ether (3 X 50 mL). The combined ether extracts were washed with water 

15 and brine (1 : 1) followed by dilute aqueous NaHS03 and brine. The mixture was dried 
with sodium sulfate, filtered and the solvents were evaporated to dryness to yield of 
//-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-4-fluoro-L-leucine which was used 
as such in the next step. 

20 Note. The oxidizing reagent (H5IO6 /CrOs) was prepared as described in Tetrahedron 
Letters 39 (1998) 5323-5326 but using HPLC grade CH3CN (contains 0.5% water); 
no water was added. 

Diisopropylethylamine (4.2 mL) was added to a 0 suspension of the 
25 acid (1.5 g) from above, 1-amino-l-cyclopropanecarbonitrile hydrochloride (L18 g), 
0-(7-a2abenzotriazol-l-yl)-M A^, N\ A^'-tetramethyluronium hexafluorophosphate 
(L94 g) and dimethylformamide (5 mL) and the mixture was reacted at room 
temperature for 48 h. It was then poured on ice and dilute aqueous ammonium 
chloride. The mixture was extracted with ethyl acetate and ether (1:1) and the 
30 combined organic layers were washed with pH 3 dilute Na2HP04 and brine. The 

solvents were evaporated to dryness and the residue was purified by chromatography 
on Si02 using ethyl acetate and hexanes (1:2) to yield 7V^-[(15)-l-(4-bromophenyl)- 
2,2,2-trifluoroethyl]-7V*-(l-cyanocyclopropyl)-4-fluoro-L-leucinaniide in a sufficient 
purity state for the next step. 
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'H NMR (CD3COCD3) 5 8.15 (IH, NH), 7.6 (2H, m), 7.45 (2H, m), 4.35-4.45 (IH, 
m), 3.45-3.55 (IH, m), 1.9-2.1 (2H, m), 1.75-1.85 (IH, NH),1.35-1.55 (8H. m), 1.1- 
1.15 (IH, m), 0.95-1.05 (IH, m). 

5 

Step 10: Preparation of iV^-(l-cyanocyclopropyl)-4-fluoro-iV^-{ (15)-2,2,2- 

trifluoro- 1 -f4 '(methvlthioV 1 . 1 -biphenvl-4-vl1 ethyl ] -L-leucinamide 
A stream of nitrogen was passed through a suspension of the bromide 
from Step 9 (0.338 g), 4-(methylthio)phenylboronic acid (0.252 g), 2M aqueous 

10 Na2C03 (0.8 mL) and DMF (4 mL) for 15 minutes. PdCh dppf (0.1 g) was then added 
and the reaction was warmed to 85 and stirred under nitrogen for 5 hours. The 
mixture was cooled to room temperature, diluted with ethyl acetate (10 mL) and 
poured into water (50 mL) and ice. The ethyl acetate layer was separated and the 
aqueous further extracted with ethyl acetate. The combined ethyl acetate extracts were 

15 dried and the solvents removed in vacuo. The residue was purified by chromatography 
on SiOz using ethyl acetate and hexanes (1:2) to yield iV^-(l-cyanocyclopropyl)-4- 
fluoro-iV^-{ (15)-2,2,2-trifluoro-l-[4 -(methylthio)-l , 1 -biphenyl-4-yl]ethyl } -L- 
leucinamide. 

20 ^H NMR (CD3COCD3) 5 8.15 (IH, NH), 7.1-7.2 (4H, m),7.5.7.55 (2H, m), 7.35-7.4 
(2H, m), 4.3-4.4 (IH. m). 3.45-3.55 (IH, m), 2.75-2.8 (IH, NH), 2.5 (3H. s), 1.9-2.05 
(2H, m), 1.3-1.5 (8H, m), 1.0-1.1 (IH, m), 0.85-0.95 (IH, m). 

Step 11: Preparation of //^-(l-cyanocyclopropyl)-4-fluoro-A^^-{ (15)-2,2,2- 
25 trifluoro-l-[4 -(methylsulfonyl)-l,l -biphenyl-4-yl]ethy] 1-L- 

leucinamide 

To a 0 ^ solution of the sulfide (0.265 g) from Step 10 in toluene (5 
mL) and dichloromethane (5 mL) was added Na2W04»2H20 (0.002 g) and n- 
BU4NHSO4 (0.01 g). 30 % Hydrogen peroxide (0.137 mL) was then slowly added and 
30 the mixture was stirred at room temperature for 3 hours. The mixture was poured 

slowly onto a mixture of ice, dilute aqueous sodium thiosulfate and ethyl acetate. The 
organic layer was separated and the aqueous further extracted with ethyl acetate. The 
combined organic layers were washed with brine, dried with magnesium sulfate and 
the solvent was removed in vacuo to yield a residue which was purified on SiOa using 
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ethyl acetate, hexanes and dichloromethane (1:1:0.1) as eluant. The residue was 
triturated in diethyl ether to yield N^-(l-cyanocyclopropyl)-4-fluoro-//^-{ (i5)-2,2,2- 
trifluoro-l-[4-(methylsulfonyl)-l,r'biphenyM-yl]ethyl}-L-leucinaniide. 

5 NMR (CD3COCD3) 5 8.2 (IH, NH), 8.05-8. 1 (2H, m), 7.95-8.0 (2H, m), 7.8 (2H, 
m), 7.65 (2H, m), 4.35-4.45 (IH, m), 3.5-3.6 (IH, m), 3.2 (3H, s), 2.8-2.9 (IH, NH), 
1.9-2.1 (2H, m). 1.3-1.5 (8H, ra). 1.05-1.15 (IH. m). 0.9-1.0 (IH, m). 

EXAMPLE 16 

10 

Synthesis of (45)-N'-(l-cyanocyclopropyl)-5,5,5-trifluoro-N^-{ (15)-2,2,2-trifluoro-l- 
f4-(niethvlsulfonvl)-Ll -biphenvl-4-vllethvl}-L-leucinamide 




15 Step 1: Preparation of 5.5,5-Trifluoroleucine hydrochloride salt 

A racemic diastereomeric mixture of ethyl N-benzoyl-5,5,5- 
trifluoroleucinate (10.0 g, 31.5 mmol), prepared according to the procedure of Ojima 
et. al. (J. Org. Chem., 1989, 54, 451 1-4522.), was refluxed in 6M aqueous HCl (100 
mL) for 16 h. After cooling, the mixture was washed with Et20 and concentrated in 

20 vacuo to afford a racemic diastereomeric mixture of 5,5,5-trifluoroleucine HCl salt. 

%NMR (Methanol-d4) 5 4.10 (m, IH), 2.65 (m, IH), 2.35 - 1.80 (m, 2H), 1.25 ( m, 
3H). 

25 Step 2: Methyl (45)-N-[(benzyloxy)carbonyl]-5,5,5-trifluoro-L-leucinate and 

methyl (4j?)-N-f(benzvloxv)carbonvll-5,5,S-trifluoro-L-leucinate 
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To a cold (0 ^C) solution of the 5,5,5-trifluoroleucine HCl salt (from 
Step 1 above) in H2O (30 mL) was added IM aqueous NaOH (60 mL, 60 mmol) 
followed by acetic anhydride (3.5 mL, 36.7 mmol). The mixture was stirred at room 
temperature for 30 min to 1 h. After acidification with 6M aqueous HCl (6 mL), the 
5 mixture was extracted with EtOAc (6x). The combined EtOAc extracts were washed 
with brine, dried (MgS04) and concentrated. The residue was swished with 
hexanes:Et20 (1:1) to afford N-acetyl-5,5,5-trifluoroleucine as a white solid. 

To a suspension of N-acetyl-5,5,5-trifluoroleucine (4.2 g, 18.5 mmol) 
in H2O (35 mL) was added 1 M aqueous NaOH (18.5 mL, 18.5 nmiol) and the 

10 mixture was stirred for 15 to 30 min to give a homogenous solution. Acylase I (EC 
3.5.1.14, from Sigma, Cat. # A 3010; 55 mg) was added and the mixture was stirred at 
room temperature overnight. Crude NMR of a small aliquot (evaporated under 
vacuum) showed a ratio of 53:47 for starting material and product. The mixture was 
then acidified with 6M aqueous HCl (-3.5 mL) and extracted with EtOAc (4x, each 

15 EtOAc extraction was washed with a small amount of H2O). The combined EtOAc 
extracts were washed with brine, dried (MgS04) and concentrated to afford the crude 
N-acetyl-5,5,5-trifluoro-D-leucine as a pale yellow solid, [ajo = + 27.6*^ (c 1.5, 
EtOH). The aqueous layer was concentrated under vacuum and dried under vacuum 
overnight to afford 5,5,5-trifluoro-L-leucine, probably contaminated with NaCl and 

20 HCl salts, [a]D = - -4. 1° (c 0.77, H2O). 

To a stirred solution of the 5,5,5-trifluoro-L-leucine (12 g) in H2O (150 
mL) at 0 ^C was added benzyl chloroformate (4.8 mL, 34 mol), followed by dropwise 
addition of 1 M aqueous NaOH (120 mL, 120 nrniol). More benzyl chloroformate 
(4.8 mL, 34 mmol) was added. The mixture was further stirred at 0°C and the pH of 

25 the mixture became - 7. The mixture was washed with Et20 (2x) and acidified with 
aqeous HCl. The aqueous layer was extracted with EtOAc (3x), dried (Na2S04) and 
concentrated in vacuo to provide N-[(benzyloxy)carbonyl]-5,5,5-trifluoro-L-leucine. 
The crude acid was dissolved in Et20 and treated with a solution of diazomethane in 
EtiO. Chromatography over silica gel and elution with hexanes:Et20 (7:3) gave 

30 methyl (4S)-N-[(benzyloxy)carbonyl]-5,5,5-trifluoro-L-leucinate as the less polar 
fraction. 

^H NMR (Acetone-d6) 8 7.45 - 7.25 (m, 5H), 6.86 (d, IH), 5.10 (m, 2H), 4.38 (m, 
IH), 3.70 (s, 3H), 2.45 (m, IH), 2.05 (m, IH). 1.85 (m. IH), 1.16 (d. 3H). 
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Further elution afforded (4/?)-N-[(benzyloxy)carbonyl]-5,5,5-trifluoro- 
L-Ieucinate as the more polar fraction, contaminated with small amount of benzyl 
alcohol. 

5 

NMR (Acetone-de) 5 7.40 -7.25 (m, 5H), 6.86 (d, IH), 5.08 (s, 2H), 4.35 (m, 
IH). 3.70 (s, 3H), 2.54 (m, IH). 2.20 (m. IH), 1.75 (m. IH), 1.16 (d, 3H). 

Step 3: f25.45)-2-amino-5,5.5-trifluoro-4-methvlpentan-l-oi 

10 To a solution of methyl (45)-N-[(ben2yloxy)carbonyl]-5,5,5-trifluoro- 

L-leucinate (5.4 g» 16.2 mmol) in EtOH (150 mL) at room temperature was added 
LiCl (2.8 g, 66 mol) and the mixture was stirred for 10 to 15 min, followed by the 
addition of NaBHi (2.5 g, 66 mmol). The mixture was stirred at room temperature for 
6 h. After dilution with H2O (60 mL), the mixture was quenched with 6M aqueous 
15 HCl (18 mL). More H2O was added and the mixture was extracted with EtOAc (2x). 
The combined EtOAc extracts were washed with brine, dried (Na2S04) and 
concentrated to give the crude benzyl (15,35)-4,4,4-trifluoro-l-(hydroxymethyl)-3- 
methylbutylcarbamate. 

The above alcohol was dissolved in EtOH (150 mL) and 10% Pd/C 
20 (-500 mg) was added. The mixture was stirred under a H2 atmosphere (ballon) 
overnight. The catalyst was filtered off through celite and the filtrate was 
concentrated to give the title compound as a colorless oil. 

NMR (Methanol-d4) 5 3.48 (dd, IH), 3.38 (dd, IH), 2.85 (m, IH), 2.50 (m, IH), 
25 1.62 - 1.40 (m. 2H), 1.12 (d. 3H). 

Step 4: (2S,4S)-1 - { [rerf-butyl(dimethyl)silyl]oxy } -5,5,5-trifluoro-4-methyl-N- 

f(lE)-2.2.2-trifluoroethvlidenelpentan-2-amine 

(25,45)-2-Amino-5,5,5-trifluoro-4-methylpentan-l-ol (2.6 g, 15.2 
30 mmol) was converted to the tide compound as described in Steps 1 and 2, Example 8. 

*H NMR (Acetone-de) 5 7.98 (m, IH), 3.80 (m, IH), 3.60 (m, 2H), 2.18 (m, IH), 
1.98 (m, IH), 1.65 (m, IH), 1.12 (d. 3H), 0.88 (s, 9H), 0.06 (s, 3H), 0.02 (s, 3H). 
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Step 5: (25,45)-2- { [( 1 5)- 1 -(4-bromophenyl)'2,2,2-tri fluoroethyljamino } -5 ,5 ,5- 

trifluoro-4-meth vlpentan- 1 -ol 

To a cold (-78 °C) solution of 1,4-dibromobenzene (7.0 g, 29.7 mmol) 
in Et20 (75 mL) at was added dropwise a solution of 2.5 M n-BuLi in hexanes (7,0 
5 mL, 17.5 mmol) and the mixture was stirred for 2 h at -78°C. A solution of (28 AS)- 
l-{[terf-butyl(dimethyl)silyl]oxy}-5,5,5-trifluoro-4-methyl-N-[(l£^ 
trifluoroethyIidene]pentan-2-amine (3.7 g, 10.1 mmol) in a small amount of Et20 was 
added and the mixture was further stirred at -"78°C for an additional 1 h. The mixture 
was then quenched with H2O, extracted with EtOAc, dried (MgS04) and 
10 concentrated. 

The crude product from above was dissolved in THF (20 mL) and 
HOAc (0.3 mL) was added. After addition of a solution of IM of 
tetrabutylammonium fluoride in THF (20 mL, 20 mmol), the mixture was stirred at 
room temperature overnight. Solvent was removed in vacuo, the residue was diluted 
15 with H2O and extracted with EtOAc. The EtOAc extract was washed with brine, 
dried (MgS04) and concentrated. Chromatography over silica gel and elution with 
hexanesiEtOAc (4:1) afforded the title compound as a pale yellow oil. 

NMR (Acetone-dfi) 5 7.60 (d, 2H), 7.48 (d, 2H), 4.58 (m, IH), 3.80 (t, IH), 3.45 
20 (m. 2H), 2.90 (m, IH). 2.70 (m. IH). 2.25 (m, IH). 1.75 (m. IH), 1.45 (m, IH). 1.14 
(d,3H). 

Step 6: (45)-N-[(liS)-l-'(4-bromophenyl)-2,2,2-trifluoroethyl]-5,5,5-trifluoro-L- 

leucine 

25 The title compound was prepared as described in Step 9, Example 15 

from (25,4S)-2- { [(15)- 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]amino } -5,5,5-trifluoro- 
4-methylpen tan- 1 -ol. 

^H NMR (Acetone-de) 5 7.58 (d, 2H), 7.46 (d, 2H), 4.46 (m, IH), 3.58 (dd, IH), 2.80 
30 (m, IH). 1.92 (m, IH), 1.72 (m, IH), 1.20 (d, 3H). 

Step 7: (45).N^-[(15)-l-(4-bromophenyl)-2.2,2-trifluoroethyl].N'-(l- 

cvanocvclopropvlV5,5.5-trifluoro-L-leucinamide 
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The title compound was prepared as described in Step 9, Example 15 
from(4S)-A^-[(15)-l<4-bromophenyl)-2,2,2-trifluoroethyI]-5,5,5-trifluoro-LJ^^ 

NMR (Acetone-d6) 5 8.20 (br s, IH), 7.59 (d, 2H), 7.43 (d, 2H), 4.34 (m, IH), 
5 3.48 (m. IH), 2.78 (m, IH), 1.85 (m, IH), 1.55 (m, IH), 1.39 (m. 2H). 1.14 (d, 3H), 
1.15-0.90 (m,2H). 

MS (+ESI): 486, 488 [M+1]*. 

10 Step 8: (4S)-N*-(l-cyanocyclopropyl)-5,5,5-trifIuoro-N^-{ (15)-2,2,2-trifluoro- 

l'-r4-fmethvlsulfonvlVhr-biphenvl-4-vnethvl)-L-leucinamide 

The title compound was prepared as described in Steps 10 and 11, 
Example 15 from (45)-N^-[(15)-l-(4-bromophenyl)-2,2,2'-trifluoroethyl]-N*-(l- 
15 cyanocyclopropyl)-5,5,5-trifluoro-L-leucinamide. 

[oc]d = + 66° (c 0.5, acetone). 

*H NMR (Acetone-de) 5 8.20 (br s, IH), 8,03 (d, 2H), 7.94 (d, 2H), 7.78 (d, 2H), 
20 7.62 (d, 2H). 4.41 (m. IH), 3.52 (m. IH), 3.17 (s, 3H), 2.88 (m. IH), 1.98 (m, IH), 
1.58 (m, IH), 1.35 (m, 2H), 1.16 (d, 3H), 1.15-0.85 (m, 2H). 

MS (+ESI): 562 [M+1]*. 

25 

EXAMPLE 17 

Synthesis of ^-benzvl-l-fbenzvloxv)-4-fluoro-4-methvlpentan-2-amine 

30 Step 1: Preparation of jV-ftgrr-butoxvcarbonvlM-methvlcnenorvaline 

To a solution of dehydro-L-leucine (2.00 g, 15.48 mmol) and di-tert- 
butyldicarbonate (10.14 g, 46.4 mmol) in THF (ca 100 mL) and water (ca 50 mL) was 
added triethylamine (12.94 mL, 92.8 mmol). The reaction mixture was stirred at 
ambient temperature overnight. Citric acid (ca. 100 mL of a IM aqueous solution) 

35 was added and the product was extracted into ca. 400 mL of methylene chloride. The 
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organic phase was dried with sodium sulfate, filtered and concentrated by rotary 
evaporation. Purification by silica gel chromatography using 0-10% methanol in 
dichloromethane as eluant yielded the title compound. 

5 Step 2: Preparation of rert-butyl l-(hydroxymethyl)-3-inethylbut-3- 

envlcarbamate 

To a solution of Boc-dehydro-L-leucine (2.84 g, 12.4 mmol) and 4- 
methylmorpholine (1.36 mL, 12.4 mmol) in dry THF (40 mL), equilibrated to - 10 
was added dropwise isobutylchloroformate (1.61 mL, 12.4 mmol). The reaction was 
10 allowed to stir for 30 minutes and the precipitate was removed by filtration. The 
filtrate was equilibrated at 0 and with stirring a solution of sodium borohydride 
(0.938 g, 24.8 mmol) in about 10 mL of water was added dropwise. The reaction was 
allowed to return to ambient temperature and stirred for an additional hour. The 
reaction was quenched with saturated aqueous sodium bicarbonate and the product 
15 was extracted into ethyl acetate. The organic layer was dried with magnesium sulfate, 
filtered, and concentrated by rotary evaporation to yield the title compound. MS 
(+ESI): 216.1 [M-bocH-1]* 

Step 3: Preparation of tert-huty] benzyl { l-[(benzyloxy)methyl]-3-methylbut-3- 

20 envUcarbamate 

To a solution of Boc-dehydro-L-leucinol (2.56 g. 1 1.91 nmiol) and 
benzyl bromide (3.54 mL, 29.8 mmol) in DMF (50 mL) was added sodium hydride 
(1.19 g of a 60% dispersion in mineral oil, 29.8 nmiol) and the reaction was allowed 
to stir for 3 hours. Additional benzyl bromide (3.54 mL) and sodium hydride 
25 dispersion (1 . 19 g) were added and the reaction was allowed to stir an additional 16 
hours. Water (ca 100 mL) was added and the product was extracted twice into 
dichloromethane (100 mL). The organic phases were combined and washed twice 
with about 100 mL of water. The organic phase was dried with magnesium sulfate, 
filtered, and concentrated by rotary evaporation. Purification by silica gel 
30 chromatography using a gradient of 0-5% ethyl acetate in hexanes yielded the title 
compound. 

Step 4: Preparation of iV-benzyl- 1 -(benzyloxy)-4-fluoro-4-methylpentan-2- 
amine 
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A solution of 70% hydrogen fluoride in pyridine (3.75 mL) was 
equilibrated to 0 *'C in a polypropylene vessel. A solution of N-benzyl-boc-(L)- 
leucinol benzyl either (1.52 g, 3.85 mmol) was added and the reaction mixture was 
allowed to stir for 6 hours. The reaction vessel was then equilibrated in an ice bath 
5 and allowed to react for 5 days. The reaction was quenched by addition of ice water 
and the product was extracted into methylene chloride. Purification of silica gel 
chromatography using a gradient of 0-10% methanol in dichloromethane yielded the 
title compound. 
MS (+ESD: 316.0 [M+1]* 

10 

EXAMPLE 18 

Synthesis of (2S>5,5,5-trifluoro-2-({(lS)-2,2,2-trifluoro-l-[4'Kmethylsulfonyl)-l.l - 
biphenvl'4'Vnethvnamino)pentanoic acid cvanomethvl amide 

15 




Step 1: Preparation of 2-benzyloxycaibonylamino-5,5,5-trifluoro-pent-2-enoic 
acid methyl ester 

20 N-(Benzyloxycarbonyl)-a-phosphonoglycine trimethyl ester and DBU 

were dissolved in dry methylene chloride (50 mL) and the reaction mixture was 
chilled to -30 °C. 3,3,3-Trifluoropropanal (1 eq) was added dropwise to the chilled 
and stirred solution and the reaction was allowed to stir for an additional hour at -30 
^C, and then overnight at ambient temperature. Methylene chloride (ca. 100 mL) was 

25 added and the organic phase was washed with IN HCl (ca. 100 mL), then saturated 
brine (ca. 100 mL). The organic phase was dried over MgS04, filtered, and 
concentrated by rotary evaporation. This crude product was purified by silica gel 
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chromatography with a gradient of 10-30% ethyl acetate in hexanes to yield 2- 
benzyloxycarbonylamino-5,5,5-trifluoro-pent-2-enoic acid methyl ester as a white, 
crystalline solid. 
MS (+ESI): 318.0 [M+lf 

5 

Step 2: Preparation of (S)-2-benzyloxycarbonylamino-5,5,5-trifluoropentanoic 

acid methyl ester 

2-Benzyloxycarbonylamino-5,5,5-trifluoropent-2-enoic acid 

methylester (15.37 g, 48.5 mmol) was dissolved in absolute ethanol (100 mL) in a 
10 Parr hydrogenation vessel. The solution was sparged with a stream of nitrogen and 

then (+)Duphos (350 mg) was added. The reaction mixture was placed on a Parr 

hydrogenation apparatus and the headspace was evacuated and then pressurized with 

50 psi of hydrogen. This process was repeated seven times and the vessel was then 

pressurized with 50 psi of hydrogen and agitated on the Parr apparatus overnight. The 
15 reaction mixture was then concentrated by rotary evaporation, dissolved in 1:1 ethyl 

acetate:hexanes, and filtered through a bed of silica to remove catalyst. The filtrate 

was concentrated by rotary evaporation yielding crude (5)-2- 

benzyloxycarbonylamino-5,5,5-trifluoropentanoic acid methyl ester that was carried 

forward without further purification. 

20 

Step 3: Preparation of (5)-(4,4,4-trifluoro-l-hydroxymethyl-butyl)-carbamic 

acid benzvl ester 

(2S)-2-Benzyloxycarbonylamino-5,5,5-trifluoropentanoic acid methyl 
ester from Step 2 was dissolved in dry THF (400 mL). A solution of LiBHU (2. 1 1 g in 

25 100 mL of dry THF) was added dropwise with stirring and the solution was allowed 
to stir at ambient temperature overnight. The reaction mixture was concentrated by 
rotary evaporation and 400 mL of water was added. The pH was then adjusted to pH 
2 by addition of concentrated HCl and then the product was extracted into ethyl 
acetate. The organic phase was washed two times with water, dried with MgS04, 

30 filtered, and concentrated by rotary evaporation to yield crude (5)-(4,4,4-trifIuoro-l- 
hydroxymethyl-butyl)-carbamic acid benzyl ester. 
MS (-ESI): 290.2 [M-1]- 

Step 4: Preparation of [l-(tert-butyl-dimethyl-silanyloxymethyl)-4,4,4- 
35 trifluoro-butvll-carbamic acid benzvl ester 
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To a solution of (5)-(4,4,4-trifluoro-l~hyclroxymethyl-butyI)-carbamic 
acid benzyl ester (13.89 g, 47.7 mmol) and triethylamine (7.32 mL, 52.5 mmol) in 
DMF (60 mL) was added dropwise, with stirring, a solution of t-butyldimethylsilyl 
chloride (7.91 g in 40 mL of DMF) at ambient temperature. The solution was allowed 
5 to stir overnight at ambient temperature. The reaction mixture was then concentrated 
by rotary evaporation and ethyl acetate was added. The organic phase was washed 
twice with water, dried with MgS04> filtered, and concentrated by rotary evaporation. 
The crude product was purified by silica gel chromatography using 10% ethyl acetate 
in hexanes as eluant to yield [l-(tert-butyl-dimethyl-silanyloxymethyl)-4,4,4-trifluoro- 
10 butyl] -carbamic acid benzyl ester as a white crystalline solid. 
MS (+ESI): 406.2 [M+1]^ 

Step 5: Preparation of (25)-l-{ [r^r/-butyl(dimethyl)silyl]-oxy }-5,5,5-trifluoro- 
pentan-2-amine 

15 [l-(tert-Butyldimethyl-silanyloxymethyl)-4,4,4-trifluorobutyl]carbamic 
acid benzyl ester was dissolved in absolute ethanol (100 mL) in a Parr hydrogenation 
vessel and the solution was sparged with nitrogen. 10% Pd on carbon (1.8 g) was 
added and the vessel was placed on a Parr hydrogenation apparatus. The head space 
of the vessel was evacuated and then pressurized with 50 psi of hydrogen. This 

20 process was repeated seven times and the vessel was pressurized with SO psi of 

hydrogen and then agitated on the apparatus overnight. The catalyst was removed by 
filtering through Celite® and then the reaction mixture was concentrated by rotary 
evaporation to^yield (25)-l-{ [rerr-butyI(dimethyl)silyl]-oxy }-5,5,5-trifluoro-pentan-2- 
amine. 

25 MS (+ESI): 272.1 [M+1]^ 

Step 6: Preparation of (25)-l-{ [re/t-butyl(dimethyl)silyl]oxy }-5,5,5-trifluoro- 

jV-rQ£)-2.2.2-trifluoroethvlidenelpentan-2-amine 

A solution of (2S)-l-{[rgit'butyl(dimethyl)silyl]oxy}-5,5,5-trifluoro- 
30 pentan-2-amine (3.00 g, 1 1 .06 mmol) and trifluoroacetaldehyde ethyl hemuacetal (1 .6 
g, 1 1.1 nmiol) in benzene (20 mL) was refluxed for 2 hours during which time water 
was collected in a Dean-Stark trap. The solvent was removed in vacuo yielding crude 
(25)-l-{[r^rr-butyl(dimethyl)silyl]oxy}-5,5,5-trifluoro-//-[(l£)-2,2,2- 
trifluoroethylidene]pentan-2-amine. 
35 MS (+ESI): 352.2 [M+1]* 



.156- 



wo 03/075836 



PCT/US03/06147 



Step 7: Preparation of (25)-2-{ [(15)-l-(4-bromophenyl)-2,2,2- 

trifluoroethvl1amino}-5.5.5-trifluoropentan-'l-ol 

n-BuLi (2.5 M in hexanes, 21.4 mL) was added dropwise to a stirred 
5 solution of 1,4-dibromobenzene (12.6 g) in dry diethyl ether (80 niL) at -30 and 
the reaction mixture was stirred for 30 minutes. A solution of (25)-l-{[/^yt- 
butyl(dimethyI)silyl]oxy}-5,5,5-trifluoro-7V-[(l£)-2,2,2-trifluoroethylidene]pentan-2- 
amine (3.75 g, 10.7 mmol) in dry diethyl ether (30 mL) was then added dropwise and 
the reaction mixture was allowed to warm to ambient temperature and stirred for 16 

10 hours. The reaction mixture was then quenched with lOOmL of water. The organic 
phase was washed with brine, dried with magnesium sulfate, and filtered. The filtrate 
was concentrated by rotary evaporation to yield crude product which was purified by 
silica gel chromatography using 1% ethyl acetate in hexanes as eluant to yield (5)-[l- 
(4-bromophenyl)-2,2,2-trifluoro-ethyl]-[l-(tert-butyl-dimethyl-silanyloxymethyl)- 

15 4,4,4-trifluoro-butyl]-amine (1.8 g). (5)-[l-(4-Bromophenyl)-2,2,2-trifluoro-ethyl]-[l- 
(tert-butyl-dimethyl-silanyloxymethyl)-4,4,4-trifluoro-butyl]-amine was dissolved in 
THF (50 mL) and chilled to 0 and tert-butylammonium fluoride (10.6 mL, 1 M 
THF solution) was added dropwise. The reaction mixture was allowed to warm to 
ambient temperature and stirred for 4 hours. The reaction mixture was quenched with 

20 a saturated aqueous solution of ammonium chloride and then ethyl acetate was added 
and the mixture vigorously shaken. The organic layer was separated and washed two 
times with brine, dried with magnesium sulfate and filtered. The solvent was removed 
by rotary evaporation to yield a residue which was purified on Si02 using a gradient 
of 20-25% ethyl acetate in hexanes as eluant to yield (25)-2-( [(15)-l-(4- 

25 bromophenyl)-2,2,2-trifIuoroethyl]amino}-5,5,5-trifluoropentan -l-ol. 
MS (+ESI): 393.9, 395.8 [M+1]^ 

Step 8: Preparation of (25)-5,5,5-trifluoro-2-({ (lS)-2,2,2-trifluon)-l-[4 - 

( meth vlsulf on vD' 1 . 1 -biphen vl-4-vlleth vl ) amino^pentan- 1 -ol 

30 A stream of nitrogen was passed through a suspension of (2S)-2* 

{ [(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyI]amino}-5,5,5-trifluoropentan -l-ol 
(0.55 g), 2-(4-methanesulfonyl-phenyI)-4,4,5,5-tetramethyl-[l,3,2]dioxaborolane 
(0.59 g) 2.5 M K2CO3 (2.75 mL) and DMF (0.91 mL) for 20 minutes. [1,1'- 
Bis(diphenyl-phosphino)ferrocene]-palladium (II) chloride (1:1 complex with 

35 dichloromethane, 34 mg) was then added, the vessel sealed, and the reaction was 



-157- 



wo 03/075836 



PCT/US03/06147 



warmed to 85 and stirred under nitrogen for 5 hours. The reaction mixture was 
cooled to room temperature, diluted with ethyl acetate (50 mL) and water (50 mL) and 
shaken vigorously. The ethyl acetate layer was separated and washed 3 times with 
water, dried with magnesium sulfate, and filtered. Removal of the solvent left a 
5 residue that was purified by chromatography on Si02 using a gradient of 10-30% ethyl 
acetate in hexanes. Rotary evaporation of appropriate fractions yielded (2S)-5,5,5- 
trifluoro-2-({ (15)-2,2,2-trifluoro-l-.[4 -(methylsulfonyl)-l,l -biphenyM- 
yljethyl } aniino)pentan- 1 -ol. 



10 Step 9: Preparation of (2S)-5,5.5-trifluoro-2-({(15)-2,2,2-trifluoro-l-[4 - 

(meth vlsulf on vH- 1 . 1 -biphcnyl-4-yneth vl I amino)pentanoic acid 
A stock oxidant suspension was prepared by stirring periodic acid 
(2.28 g) and chromium trioxide (4.6 mg) in wet acetonitrile (0.75% water) to create a 
suspension of total volume of 22.8 mL. The oxidant suspension (4.22 mL) was then 

15 added to a stirred solution of (25)-5,5,5~trifluoro-2-({ (15)-2,2,2-trifIuoro-l-[4 - 

(methylsulfonyl)-l,l -biphenyl-4-yl]ethyl}amino)pentan-l-ol (0.35 g , 0.74 mmol) in 
wet acetonitrile (3.7 mL) dropwise while maintaining the temperature at 0-5 The 
reaction mixture was allowed to warm to ambient temperature after one hour and then 
stirred for an additional 4 hours. The reaction was quenched with aqueous sodium 

20 hydrogen phosphate (6 g/100 mL) and toluene was added and the mixture shaken 
vigorously. The organic phase was wased with 1:1 brine: water, then with aqueous 
sodium bisulfite (2.2 g/50 mL), then brine. The organic layer was then dried with 
sodium sulfate, filtered, and concentrated by rotary evaporation. The crude product 
was purified by silica gel chromatography using 5-10% methanol in methylene 

25 chloride as eluant to yield (25)-5,5,5-trifluoro-2-({ (15)-2,2,2-trifluoro-l-I4 - 
(methylsulfonyl)- 1 , 1 -biphenyI-4-yl]ethyl } amino)pentanoic acid. 
MS (-ESI): 482.0 [M-l]' 



Step 10: Preparation of (2S)-5,5,5-trifluoro-2-({(lS)-2,2,2-trifluoro-l-[4 - 
30 (methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } amino)pentanoic acid 

cvanomethvl amide 

(2S)-5,5,5-Trifluoro-2-({(lS)-2,2,2-trifIuoro-l-[4-(methylsulfonyl)- 
1,1 -biphenyl-4-yl]ethyl}amino)pentanoic acid (0.55 g, 0.114 mmol), 
aminoacetonitrile hydrochloride (21 mg, 0.228 nmiol) and HATU (43 mg, 0.1 14 
35 mmol) were dissolved in DMF (2 mL) and the reaction mixture was cooled to -20 ^C. 
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Diisopropylethylamine (0.10 mL, 0.57 mmol) was added and the reaction mixture was 
stirred at -20 °C for three hours and then at ambient temperature for 16 hours. Ethyl 
acetate (ca.30 mL) and water (ca.30 mL) were added and the mixture was shaken 
vigorously. The organic layer was washed with water, dried with magnesium sulfate. 
5 and filtered. The filtrate was concentrated by rotary evaporation and the residue was 
purified by silica gel chromatography using 30% ethyl acetate in hexanes as eluant to 
yield (25)-5,5,5-trifluoro-2-({(I5)-2,2>trifluon>-l-[4*.(methylsulfonyl)-l,r-biphenyl- 
4-yl]ethyl}aniino)pentanoic acid cyanomethyl amide as a white solid. 
MS (+ESI): 522.3 [M+l]"" 

10 

NMR (CDCI3) 8 8.0-8.053 (2H, d), 7.74-7.78 (2H, d), 7.63-7,66 (2H, d), 7.48-7.51 
(2H, d), 6.94-7.00 (IH, bt, NH), 4.06-4.22 (3H, m), 3.36-3.43(lH, m), 2.21-2.37 (3H, 
m). 1.88-2.03 (2H, m). NMR (CDCI3) 5 -66.74- -66.83 (3F, t),-74.14- -74.17 (3F, 
d). 

15 EXAMPLE 19 

Synthesis of N'-(cyanomethyl)-N^-{ (5)-(4-fluorophenyl)[4-(methylsulfonyl)-l,l - 
biphenvM-vllmethvl t-L-leucinamide 



F 




Step 1: Preparation of (S)-2-[(4-fluorobenzylidene)-amino]-4-methylpentan-l- 

ol 

A mixture of (L)-leucinol (1.13 g, 9.67 mmol) and 4- 
25 fluorobenzaldehyde (1.20 g, 9.67 mmol) was dissolved in benzene (30 mL) and 

heated at reflux for 1 hour, using a Dean-Stark apparatus to remove water. (5)-2-[(4- 

FluorobenzyIidene)-amino]-4-methylpentan-l-ol was isolated by concentration in 

vacuo, and was used immediately without further purification. 
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Step 2: Preparation of (25)-2- { (/f)-[(4-bromophenyl)-(4-fluorophenyl)- 

methvlVamino)-4-methvlpentan>l>ol 

To a solution of 1,4-dibromobenzene (1 1.4 g, 48.35 mmol) in ether 
(120 mL) at-30°C was added n-butyllithium (24.2 mL, 2.0M cyclohexane solution) 
5 over 10 minutes. The reaction mixture was stirred for 45 minutes, whereupon a 

solution of (5) 2-[(4-fluorobenzylidene)-amino]-4-methylpentan-l-ol (maximum 2.16 
g, 9.67 mmol from the previous step) in ether (30 mGL) was added dropwise. After 2 
hours, during which the reaction mixture was allowed to warm to 0 **C, water (200 
mL) was added. The product was extracted with ethyl acetate (ISO mL), washed with 
10 brine (100 mL), dried over MgS04, filtered, concentrated in vacuo, and purified on a 
short plug of silica gel (20% ethyl acetate/hexane elution) to give (25)-2-{(/!!)-[(4- 
bromophenyl)-(4-fluorophenyl)-methyl]-amino}-4-methylpentan-l-ol. 
MS (+APCI): 380, 382 [M+l]^ 

15 *H NMR (CDCI3): 5 0.91 (d, 6H), 1.22 (m, IH), 1.43 (m, IH), 1.61 (m, IH), 2.62 (m, 
IH), 3.28 (m, IH), 3.63 (m, IH), 4.95 (s, IH); 7.00 (m, 2H), 7.22 (d, 2H). 7.2 (m, 
2H),7.44(d,2H). 

Step 3: Preparation of (25)-2-{(/^)-[(4-bromophenyl)-(4-.fluorophenyl)- 
methyl]2aminol;^ 

20 To a solution of {2Sy2-{ (J?)-[(4-bromophenyl)-(4-fluorophenyl)- 

methyl]-amino}-4-methylpentan-l-ol (3.28 g, 8.65 nunol) in acetonitrile (50 mL) 
containing water (0.375 mL) at 0-5 °C was added, over 20 minutes, a solution of 
periodic acid and chromium [VTj oxide in acetonitrile (50 mL: prepared by dissolving 
1 1.4 grams of H5IO6 and 23 mg of CrOs in 100 mL of CH3CN and stirring for 2 hours 

25 at room temperature according to the procedure described in Tetrahedron Letters, 
1998, vol. 39, p. 5323-5326). The reaction mixture was stirred overnight while 
warming to room temperature. Disodium phosphate (1.8 g/100 mL water) was added. 
The reaction mixture was extracted with toluene (150 mL), washed with 1:1 
brine/water (50 mL), freshly prepared sodium bisulfite solution (2 g/50 mL water), 

30 brine (50 mL), dried over MgS04, Altered, concentrated in vacuo, and purified on a 
short plug of silica gel (30% ethyl acetate/hexane elution to remove non-polar 
impurities, then 50% ethyl acetate/dichloromethane elution) to give (25)-2-{(/f)-[(4- 
bromophenyl)-(4-fluorophenyl)-methyl]-amino}-4-methylpentanoic acid. 
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Step 4: Preparation of (25)-2-{ (/?)-[(4-bromophenyl)-.(4-fluorophenyl)- 

methvl1-amino)-4-methvlpentanoic acid cvanomethvlamide 

To a solution of (2S)-2-{(/?)-[(4-bromophenyl)-(4-fluorophenyI)- 
methyl]-amino)-4-methylpentanoic acid (1.17 g, 2.86 mmol) in THF (20 mL) at -10 
5 °C were added 4-methylmorpholine (0.315 mL, 2.86 mmol) and isobutyl 

chloroformate (0.371 mL, 2.86 mmol). The reaction mixture was stirred for 10 
minutes, whereupon aminoacetonitrile hydrochloride (0.318 g, 3.43 nunol) was 
added, followed by 4-methylmorpholine (0.315 mL, 2.86 nrmiol). The solution was 
stirred for 90 minutes. Ethyl acetate (30 mL) and aqueous disodium phosphate (30 
mL) were added. The organic phase was separated, washed with brine, dried over 
MgS04, and evaporated to dryness. The product was purified on a short plug of silica 
gel (10-50% ethyl acetate/hexane gradient elution) to give (2S)-2-{(/?)-[(4- 
bromophenyl)-(4-fluorophenyl)-methyll-amino } -4-methylpentanoic acid 
cyanomethylamide. 

Step 5: Preparation of N'-(cyanomethyl)-N^-{ (5)-(4-fluorophenyl)[4'- 

(methvlsulfonvD- 1 , 1 '-biphenvl-4-vllmeth vl ] -L-leucinamide 

A mixture of (25)-2-{(/?)-[(4-bromophenyl)-(4-fluorophenyl)-methyl]- 
amino} -4-methylpentanoic acid cyanomethylamide (0.27 g, 0.636 mmol), 2-(4- 
methanesuIfonylphenyl)-4,4,5,5-tetramethyl-[l,3,2]dioxaborolane (0.177 g, 0.626 
nmiol) and potassium carbonate (0.703 mL of a 2.0 M solution) in DMF (5 mL) was 
degassed. [1,1 '-Bis(diphenylphosphino)ferrocene]dichloropalladium(II), 
dichloromethane complex (27 mg, 0.038 mmol) was added. The reaction mixture was 
heated in a sealed tube at 80-85 °C for 3 hours and cooled to room temperature. Ethyl 
acetate (15 mL) was added. The reaction mixture was washed with brine (10 mL), 
saturated aqueous NaHCOa (10 mL), brine (10 mL). filtered through a plug of 
MgS04/DARC0 activated charcoal/silica gel, concentrated in vacuo, and purified by 
preparative TLC (Chromatotron® using 5% ethyl acetate/dichloromethane to elute to 
give N^-(cyanomethyl)-N^-{(S)-(4-fluorophenyl)[4-(niethylsulfonyl)-l,r-biphenyl-4- 
yl]methyl }-L-leucinamide. 

'HNMR 5 (CDCI3): 0.77 (d, 3H), 0.9 (d, 3H); 1.38 (m. IH), 1.57 (m, IH), 1.71 (m, 
IH), 2.01 (br s, IH), 3.09 (s, 3H), 3.09 (m, IH), 4.07 (m, 2H), 4.89 (IH, s), 7.03 (m, 
2H), 7.21 (m, IH), 7.33 (m, 2H), 7.42 (d. 2H), 7.53 (m, 2H), 7.68 (d. 2H), 7.97 (d, 
2H). 
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EXAMPLE 20 

Synthesis of (2S)-2-{ (S)-[(2,4-difluoro-pheTiyl)-(4 -methanesulf onylbiphenyl-4-yl)- 
methvn-aininol-4-methvlpentanoic acid cvanomethvlamide 

5 



F 




Step 1: Preparation of (2S)-2-[(2,4-difluorobenzylidene)-amino]-4- 

meth vlpentan- 1 -ol 

10 A solution of (S)-(+>leucinol (2.47 g, 21 mmol) and 2,4- 

difluorobenzaldehyde (3 g, 21 mmol) in benzene (50 mL) was heated to reflux for 4 
hours during which time water was collected in a Dean-Stark trap. The solvent was 
evaporated in vacuum to give (2S)-2-[(2,4-difluorobenzylidene)-aniino]-4- 
methylpentan- l-ol. 

15 

*H NMR (CD3SOCD3) 8 8.18(s, IH), 7.51(d, IH), 6.81(d, 2H), 4.6(br s, IH), 3.8- 
3.2(m, 3H). 1.6-1.2(m, 3H), 0.9-0.8(m, 6H). 

Step 2: Preparation of (25)-2-{ (5)-[(4-bromophenyl)-(2,4-difluorophenyl)- 

20 methvll-amino ) -4-meth vlpentan- l-ol " 

To a solution of 1,4- dibromobenzene (24.5 g, 100 mmol, 5eq) in dry 
ether (200 mL) under nitrogen atmosphere at -30 °C, nBuLi (64.75mL, 1.6 M solution 
in hexanes, 5 eq) was added and the reaction mixture was stirred for Ih. A solution of 
2-((2,4-difluorobenzylidene)-amino]-4-methylpentan-l-ol (5 g, 20 mmol) in dry ether 
25 was added slowly at -30 °C. After stiiring for 4h, the reaction was quenched with 
water. The ether layer was washed with saturated solution of NaCl, and dried over 
MgS04. The solvent was removed under reduced pressure and the crude was flash 
chromatographed on 500cm^ of silica gel using 8:2 hexanes:EtOAc as an eluant to 
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yield {IS)-!- { (5)-[(4«bromophenyl)-(2,4-difluorophenyl)-inethyl]-ainino } -4- 
methylpentan-l-ol, 

NfMR (CD3SOCD3) 5 7.31(dd, 2H), 7.05(d, IH), 6.94(dd, 2H), 6.63(d, IH), 
5 6.54(d, IH), 5.02(s,lH), 4.45(t,lH), 3.5-3.3( m, 2H), 2.3( s, IH), 2.15(s, IH), 1.85(m, 
IH), 1.18-1.4(m, 2H), 0.9-0.8(m, 6H). 

Step 3: Preparation of (25)-2- { (5)-[(4-bromophenyl)-(2,4-clifluoro-phenyl)- 

methvn-aniino}-4-methvlpentanoic acid 

10 Using the procedure mentioned in Step 3 of Example 19, 2-{ [(4- 

bromophenyl)-(2,4-difluorophenyl)-methyl]-amino}-4-methyIpentan-l-ol was 
oxidized to get (25)-2-{(5)-[(4-bn)mophenyl)-(2,4-difluoro-phenyl)-methyl]-amino}- 
4-methylpentanoic acid as a cream-colored solid. 

15 Step 4: Preparation of (25)-'2-{ (5)-[(4-bromophenyl)-(2,4-difluorophenyl)- 

methvl1~amino}-4-methvlpentanoic acid cvanomethvlamide 

Using the procedure mentioned in the Step 4 of Example 19, (25)-2- 
{ (5)-[(4-bromophenyl)-(2,4-difluorophenyl)-methyl]-amino } -4-methyl-pentanoic acid 
was coupled with amino acetonitrile to give (25)-2-{(5)-[(4-bromophenyl)-(2,4- 
20 difluorophenyl)-methyl]-araino}-4-methylpentanoic acid cyanomethylamide as a 
white solid. 

^HNMR (CD3SOCD3) 5 7.31(dd, 2H), 7.05(d, IH), 6.94(dd, 2H), 6,63(d, IH), 
6.54(d, IH), 4.92(s, IH), 4.14(t, 2H), 3.32(m, IH), 3.19(m, IH), 2.98(m, IH), 
25 1 .85(m, IH), 1 .46(m, IH), 0.9-0.8(m, 6H). 

Step 5: Preparation of (25)-2-{ (S)-[(2,4-difluorophenyl)-(4 -methanesulfonyl- 

biphenyl-4-y])-methyl]-amino } -4-methylpentanoic acid 

cvanomethvlamide 

30 Using the procedure mentioned in the Step 5 of Example 19, Suzuki 

coupling was done with (2S)-2-{(S)-[(4-bromophenyl)-(2,4-difluorophenyl)-methyl]- 
amino}-4-methylpentanoic acid cyanomethylamide to give (2S)-2-{(S)-[(2,4- 
difluorophenyl)-(4 -methanesulfonyI-biphenyl-4-yl)-methyl]-amino } -4- 
methylpentanoic acid cyanomethylamide as a white solid. 
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NMR (CD3SOCD3) 5 8.01 (dd, 2H), 7.8 (dd, 2HX 7.35 (dd, 2H), 7.1 1 (dd, 2H), 
7.03 (d, IH), 6.93 (d, 2H), 6.62 (d, IH), 6.55 (d, IH), 5.0 (s, IH), 4.13 (t, 2H), 3.35 
(m, IH), 3.0 (m, IH), 2.99 ( m, IH), 2.85 (s,3H), 1.84 (m, IH), 1.45 (m, IH), 0.9-0.8 
(m, 6H). 

EXAMPLE 21 

Synthesis of N^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(l- 
cvanocvclopropvlVL-norvalinaniide 




Step 1: Preparation of (5)-[l-(tert-butyldiniethylsi!anyloxymethyl)-butyl]:: 

(2,2,2>trifluoroethvlidcne)-amine 

A mixture of (5)-l-(tert-butyldimethylsilany]oxymethyl)-butylamine 
(27 g, 126 mmol) and trifluoroacetaldehydc methyl hemiacetal (17.2 g, 132 nrniol) in 
benzene (250 mL) was heated at reflux, using a Dean-Stark trap to remove water. 
After 2 hours, no more water was collected. The reaction mixture was cooled and 
concentrated to give (5)-[l-(tert-butyldimethylsilanyloxymethyl)-butyl]-(2.2,2- 
trifluoroethylidene)-amine which was used in the next step without further 
purification or extended drying due to its volatility. 

Step 2: Preparation of (25)-(S)-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-[l; 

(tert>butvldimethvlsilanvloxvmethvn-butvn-amine 

To a solution of dibromobenzene (63.7 g, 270 mmol) in ether (600 mL) 
at -30 was added n-BuLi (108 mL of a 2.5 M hexane solution) over 15 minutes via 
addition funnel. The solution was allowed to warm to -lO^C over 35 minutes, and 
was cooled back to -30^C. (S)-[l"(tert-Butyldimethylsilanyloxymethyl)-butyl]- 
(2,2,2-trifluoroethylidene)-amine (35.12 g, 108 mmol) was added in ether (200 mL) 
over 20 minutes. The reaction mixture was stirred for 1 hour while warming to 0**C. 
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Water (200 mL) was added. The organic phase was separated, washed with brine 
(200 mL), dried over MgS04, filtered, and evaporated to dryness to give (25)-(iS^~[l- 
(4-bromophenyl)-2,2,2-trifluoroethyl]-[l-(tert-butyldimethylsilanyloxymethyI>butyl]- 
amine which was used directly in the following step without further purification. 

5 

Step 3: Preparation of (25)-2-[(5)-l-(4-broniophenyl)-2,2,2- 

trifluoroethvlaminoVpentan-l-ol 

To a solution of (25)-(S)-[l-(4-bromophenyl)-2,2,2-trifluoro-ethyl]-[l- 
(tert-butyldimethylsilanyloxymethyl)-butyl]-ainine (49.58 g, 109 mmol) in THF (200 

10 mL) was added tetrabutylammonium fluoride (1 10 mL of a 1.0 M solution). The 
reaction mixture was stirred overnight at room temperature. After concentration of 
the reaction mixture, ether (300 mL) was added. The reaction mixture was washed 
with water (2x100 mL), brine (100 niL), evaporated to dryness, and then purified by 
flash chromatography (3% ethyl acetate/hexane elution of highly non-polar materials 

15 then 40% ethyl acetate/hexanes to elute the product). The fractions containing 

product were combined, concentrated to a volume of 300 mL, washed with 0.25 M 
citric acid (200 mL), brine (100 mL), dried over MgS04, filtered, and evaporated to 
give (2S)-2-[(5)-l-(4-bromophenyl)-2,2,2-trifluoroethyIamino]-pentan-Nol. This 
material was used directly in the next step without further purification. TLC (30% 

20 ethyl acetate/hexanes) Rf = 0.28. 

Step 4: Preparation of (25)-2-[(5)-l-(4-bromophenyl)"2,2,2- 

trifluoroethvlaminol-pentanoic acid 

To a solution of crude (25)-2-[(5)-l-(4-.bromophenyl)-2,2,2- 

25 trifluoroethylamino]-pentan-l-ol (37.1 g, 109 nmiol in dry acetonitrile (500 mL) at - 
78 °C was added a solution of periodic acid (71.7 g) and chromium trioxide (144 mg) 
in dry acetonitrile (630 mL) over 1 hour. The reaction mixture was allowed to warm 
to room temperature while stirring overnight The reaction mixture was concentrated 
under reduced pressure to a total volume of approximately 500 mL. A solution of 

30 citric acid (22 g in 250 mL H2O) was added and the mixture was extracted with ethyl 
acetate (800 mL). The solution was washed with freshly prepared NaHSOa (2 x 200 
mL, 25 g solid dissolved to 200 mL with water) brine (300 mL), dried over MgS04, 
filtered, and evaporated to give a pale orange solid, which was triturated with 5% 
ethyl acetate/hexanes to give (25)-2-[(5)-l-(4-bromophenyl)-2,2,2- 

35 trifluoroethylaminoj-pentanoic acid. Additional acid was obtained by concentrating 
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the mother liquors, partitioning the residue between ether and aqueous NaHCOa, 
acidifying the aqueous layer with citric acid, extracting with ethyl acetate, drying over 
MgS04, filtering, and evaporating the solvent. 

5 Step 5: Preparation of N^-[(15)-l-(4-bromophenyI)-2,2,2'trifluoroethyl]-N^-(l- 

cvanocvcloDroDvlVL-norvalinamide 

A mixture of (25)-2-[(5)-l-(4-bromophenyl)-2,2,2-trifluoroethylamino] 
- pentanoic acid (19.0 g, 53.6 mmol), l-aminocyclopropanecarbonitrile hydrochloride 
(12.71 g, 107 mmol, synthesized according to O'Donnell. M.J. et al.. Synthesis, 1984, 

10 127-128), and HATU (22.42 g, 59.0 mmol) was dissolved in DMF (200 mL) and 

cooled to -78 °C. Diisopropylethylamine (37.35 mL, 214 nmiol) was added and after 
stirring for 1 hour, the cooling bath was removed. The reaction mixture was allowed 
to stir for an additional 1 hour, whereupon saturated NaHCOs (300 mL) was added. 
The product was extracted with ethyl acetate (500 mL), washed with brine (100 mL), 

15 0.25 M citric acid (200 mL), saturated NaHCOs (200 mL), brine (200 mL), dried over 
MgS04/DARC0, filtered through silica, and evaporated to dryness. After eluting the 
residue through another short plug of silica with 10% ethyl acetate/dichloromethane 
as mobile phase, the product was concentrated and recrystallized from ether/hexanes 
to yield N^4(15)-l-(4-bromophenyl)-2,2,2-trifluoK)ethyl]«N'-(l-<;yanocyclopropyl)-L- 

20 norvalinamide. 

MS(-ESI): 416,418[M-ir 

NMR (CDCI3): 5 0.97 (3H, t), 0.98 (m, IH), 1.07 (m, IH), 1.41 (m, 2H), 1.49 (m, 
2H), 1.62 (m, IH), 1.72 (m,lH), 3.27 (IH, m), 1.04 (m, IH), 7.1 (br s, IH), 1.24 (d, 
25 2H), 7.75 (d, 2H). 



-166- 



wo 03/075836 



PCT/US03/06147 



EXAMPLE 22 

Synthesis of N*-(l-cyanocyclopropyl)-N^-{ (15)-2,2,2-trifluoro-l-[4 -(methylsulfonyl)- 
IJ -biphenvl-4-vl1ethvl t-L-norvalinamide 

CF. r u 



Me02S 

A mixture of N^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(l- 
cyanocyclopropyO-L-norvalinamide (6.46 g, 15.44 mmol), 4-methanesulfonylphenyl- 

10 boronic acid (3.40 g, 16.98 mmol), and 2M K2CO3 (19.3 mL) was dissolved in DMF 
(75 mL) in a thick-walled flask. The reaction mixture was degassed, and 
[l,r-bis(diphenyl-phosphino)ferrocene]dichloropalladium(n), dichloromethane 
complex (0.678 g, 0.926 mmol) was added. The flask was sealed, heated at 80-85^C 
for 3 hours, cooled, and diluted with ethyl acetate (300 mL). The solution was 

15 washed with 1 : 1 water/brine (200 mL), brine (200 mL), filtered through a three- 
layered plug of silica (bottom) DARCO, and MgS04 (top), concentrated in vacuo, and 
purified on a plug of silica gel (50-70% ethyl acetate/hexane elution). The product 
was then further purified by recrystallization from ethyl acetate/hexanes to yield the 
title compound. 

20 MS (+ESI): 494 [M+1]* 

NMR (CDCI3): 5 0.97 (t, 3H), 0.98 (m, IH), LI (m. IH), 1.42 (m, 2H), 1.29 (m, 
2H), 1.63 (m, IH), 1.77 (m, IH). 3.13 (s, 3H), 3.28 (dd, IH), 4.17 (q, IH), 7.21 (br s, 
IH), 7.47 (d, 2H). 7.63 (d. 2H), 7.78 (d, 2H), 8.02 (d, 2H). 
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EXAMPLE 23 



Synthesis of N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'-(cyanoinethyl)-L- 



norvalinamide 



5 




N^-[l-(4-BromophenyI)-2,2,2-trifluoroethyI]-N*-(cyanomethyl)-L- 



norvalinamide was prepared in similar manner to N -(l-cyanocyclopropyl)-N -{(15)- 
10 2,2,2-trifluoro-l-[4 -(methylsulfonyl)-14 -biphenyl-4-yl]ethyl }-L-norvalinamide using 
aminoacetonitrile in the coupling step with (25)-2-[(5)-l-(4-bromophenyl)-2,2,2- 
trifluoroethylamino]-pentanoic acid. 
MS (+ESI): 392, 394 [M+1]* 

15 EXAMPLE 24 

Synthesis of N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Hmethylsulfonyl)-l,l - 
biphenvl-4-vnethvl ) -L-norvalinamide 



N'-(Cyanomethyl)-N^-{(15)-2,2,2.trifluoro-l-[4'-(methylsulfony])-l,l- 
biphenyl-4-yl]ethyl} -L-norvalinamide was prepared in similar manner to N'-(1- 
cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)-l,r-biphenyl-4- 
25 yl]ethyl } -L-norvalinamide using N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^- 



20 
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(cyanomethyl)-L-norvalinamide described above, in the Suzuki coupling with 4- 
methanesulfonylphenylboronic acid or pinacolboronate. Alternatively, the compound 
could be prepared from Suzuki coupling between (25)-(5)-[l-(4-broniophenyl)-2,2,2- 
trifluoro-ethyl]-[l-(tert-butyldimethylsilanyloxymethyl)-butyl]-amine and 4- 
5 methanesulfonylphenylboronic acid, in the presence of 

[l,r-bis(diphenylphosphino)ferrocene]dichloropalladium(ll), dichloromethane 
complex according to the procedure described above, followed by cleavage of the silyl 
ether with tetrabutylammonium fluoride, oxidation using HsIOe/CrOs {vide supra) to 
afford (25)-2-[(5)-2,2,2-trifIuoro-l-(4-methanesulfonylbiphenyl-4-yl)-ethylaniino^ 
10 pentanoic acid, and coupling of this material with aminoacetonitrile hydrochloride in 
the presence of HATU/diisopropylethylamine/DMF afforded the title compound. 
MS (+ESI): 468 [M+1]'' 



EXAMPLE 25 



15 



20 



Synthesis of N*-(cyanomethyl)-N^-{ (l/?)-2,2.2-trifluoro-l -[4 -(methylsulfonyl)-l . 1- 
biphenvl-4-vl1ethvl 1-L-norvalinamide 



Me02S 




CF3 f H 



H 6 



Step 1: Pre paration of (45)-4-propvl-2'trifluoromethvloxazolidine 

(L)-Norvalinol hydrochloride (5.25 g, 37.60 mmol) and 
trifluoroacetaldehyde methyl hemiacetal (5 mL, 37.6 mmol) were heated in benzene 
(100 mL) in the presence of triethylamine (5,26 mL, 37.6 mmol) at reflux, using a 
25 Dean-Stark apparatus to trap water. After 3 hours, the reaction mixture was cooled, 
diluted with ether (100 mL), filtered, and evaporated to dryness, giving (4S)-4-propyl- 
2-trifluoromethyloxazolidine, which was used without further purification. 
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Step 2: Preparation of (25)-2-[l-(4-bromophenyl)-2,2,2-trifluoroethylainino]- 

pentan-l-ol 

Butyllithium (41 mL of a 2.0M cyclohexane solution) was added at - 
30 °C to a solution of 1,4-dibromobenzene (19.3 g, 81.89 mmol) in ether (250 mL) 
5 over 10 minutes. After 1 hour, a solution of (45)-4-propyl-2- 

trifluoromethyloxazolidine (3.00 g, 16.38 mmol) was added in ether (50 mL) over 30 
minutes via an addition funnel. After 90 minutes of stirring, water (100 mL) was 
added. The organic phase was washed with brine (100 mL), dried over MgS04, 
filtered, and evaporated to dryness. The residue was purified on a plug of silica gel 
(10-30% ethyl acetate/hexane elution). An approximately 2:1 mixture of diastomers 
of (25)-2-[l-(4-bromophenyl)-2,2,2-trifluoroethylamino]-pentan-l-ol at the CF3 
residue was observed based on the norvaline methyl triplet at 0.98 ppm (^H NMR). 

Step 3: Preparation of N^-(cyanoraethyl)-N^-{ (15)-2,2,2-trifluoro-l-[4 - 

(methyIsulfonyl)-l,r-biphenyl-4-yl]ethyl}-L-norvalinamide and N'- 
(cyanomethyl)-N^-{(l/?)-2,2,2-trifluoro-l-[4Hmethylsulfonyl)-l,r- 

biphenvM-vllethvl }-L-norvalinamide 

Synthesis of (25)- 2-[l-(4-bromophenyl)-2,2,2-trifluoroethylamino]- 
pentanoic acid and elaboration to the aminoacetonitrile adduct was accomplished in 
identical manner to that described above for N^-[l-(4-bromophenyl)-2,2,2- 
trifluoroethyI]-N*-(cyanomethyl)-L-norvalinamide. Suzuki coupling of the product, in 
identical manner to that described for N^-(cyanomethyl)-N^-{(15)-2,2,2-trifIuoro-l- 
[4-(methylsulfonyl)-l,r-biphenyl-4-yl]ethyl}-L-norvalinamide yielded a 2:1 mixture 
of N"-(cyanomethyl)-N^.{(15)-2,2,2-trifluoro-l-[4'-(methylsulfonyl)-l,r-biphenyl-4- 
yl]ethyl}-L-norvalinamide and N^-(cyanomethyl)-N^-{(l/?)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)-l,r-biphenyl-4-yl]ethyl)-L-norvalinamide, which was isolated by 
means of preparative TLC (Chromatotron®). 
MS (+ESI): 468 [M+1]* 
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EXAMPLE 26 

Synthesis of N^-(cyanomethyl)-N^-{ l-[4 -(4-cyclopropylpiperazin-l-yl)-l,l -biphenyl- 
4-vl1''2.2.2-trifluoroethvl \ -L-norvalinamide 




The title compound was prepared by the Suzuki cross-coupling of 4- 
cyclopropylpiperazinephenyl bromide with (2S)-2-{2,2,2-Trifluoro-l-[4-(4,4,5,5- 
10 tetramethyl-[l,3,2]dioxaborolan-2-yl)-phenyl]-ethylamino}-pentanoic 

acid cyanomethylamide in the presence of [l,l'-bis(diphenylphosphino)ferrocene]- 
dichloropalladium(II), dichloromethane complex as described above, followed by 
purification by preparative TLC (Chromatotron®). 
MS(+ESD:514[M+ir 
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EXAMPLE 27 

Synthesis of N^-{(15)-l-[4Kaminosulfonyl)-l,l'-biphenyl-4-yl]-2,2,2-trinuoroethyl}- 
5 N' -f 1 -cvanoc vclopropvlVL-norvalinamide 




The tide compound was prepared in similar manner to that described 
. 10 for N'-(cyanocyclopropy])-N^-{(15)-2,2,2-trifluoro-l-[4 -(methylsuIfonyl)-l,l- 
biphenyl-4-yl]ethyI}-L-norvalinaraide (Example 24). 
MS (+ESI): 495 [M+1]* 

'H NMR (CDCb): 5 0.97 (3H, t). 0.98 (m*, IH); 1.08 (m, IH), 1.42 (m, 2H), 1.44 (m, 
15 2H), 1.57-1.8 (m. 4H), 3.28 (ra, IH), 4.16 (q, IH). 4.9 (br s*, IH), 7.2 (s, IH), 7.43 (d. 
2H), 7.6 (d, 2H), 7.72 (d, 2H), 7.99 (d, 2H). 
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EXAMPLE 28 

Synthesis of (25)-2-[(15)-l<4-acetylbiphenyl-4-yl)-2,2,2'trifluoroethy 
pentanoic acid (l-cvanocvclopropvl)-amide 




The title compound was prepared in siniilar manner to that described 
for N'-(l-cyanocyclopropyl)-N^-{ (15)-2,2,2-trifluoro-l-[4 -(methylsulfonyl)- 1,1- 
10 biphenyl-4-yl]ethyl }-L-norvalinamide via Suzuki cross-coupling between 4- 

acetylphenylboronic acid and N^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(l- 
cyanocyclopropyl)-L-norvalinamide in the presence of 

[l,r-bis(diphenylphosphino)ferrocene]-dichloropalladium(II), dichloromethane 
complex. 

15 MS (+ESI): 458 [M+l]*. 480 [M+l+Na]* 

'H NMR (CDCI3): 8 0.97 (t, 3H), 0.98 (m. IH), 1.-7 (m, IH), 1.42 (m, 2H), 1.57 (s, 
2H), 1.63 (m, IH), 1.78 (m, IH), 2.33 (s, 3H), 3.33 (dd, IH), 4.17 (q, IH), 7.21 (br s, 
IH), 7.43 (d, 2H), 7.65-7.69 (2xd, 4H), 8.03 (d, 2H). 
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EXAMPLE 29 

Preparation of (25)-2-[(15)-l-(2\4-difluorobiphenyl-4-yl)-2,2,2-trifluoroethylamino]- 
pentanoic acid (l-cvanocvclopropvlVamide 




The title compound was synthesized in similar manner to that described for 
N^Kl<yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Hmethylsulfonyl)-l,l' 
biphenyl-4-yl]ethyl}-L-norvalinamide via Suzuki cross-coupling between 2,4- 
10 difluorophenylboronic acid and N^-[(15)-l-(4-bromophenyl>2,2,2-trifluoroethyl]-N'- 
(l-cyanocyclopropyl)-L-norvalinaniide in the presence of 
[l,l'-bis(diphenylphosphino)ferrocene]-dichloropalladium(Il), dichloromethane 
complex. 

MS (+ESI): 452 [M+1]^, 474 [M+l+Na]* 

15 

NMR (CDCI3): 5 0.90 (m, IH), 0.97 (t, 3H), 1.04 (m, IH), 1.41-1.5 (m, 4H), 1.62 
(m, IH), 1.78 (m, IH), 2.19 (br s, IH), 3.32 (dd, IH), 4.13 (dd, IH), 6.95 (m, 2H), 
7.19 (br s, IH), 7.41 (m, 3H), 7.53 (d, 2H). 
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EXAMPLE 30 

Synthesis of (25)-2-[(15)-l-(3\4-dinuorobiphenyl-4-yl)-2,2,2-trinuoroethylamino]- 
pentanoic acid (l-cvanocvclopropvlVamide 




The title compound was prepared in similar manner to that described 
forN"-(l-cyanocyclopropyl)-N^-{(15)-2,2,2-trifluoro-l-[4'-(methylsulfonyl)-lJ- 
biphenyl-4-yl]ethyl}-L-norvalinamide via Suzuki cross-coupling between 3,4- 
10 difluorophenylboronic acid and N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*- 
(l-cyanocyclopropyl)-L-norvaHnamide in the presence of 
1,1' -bis(diphenylphosphino)ferrocene]-dichloropalladium(n), dichloromethane 
complex, 

MS (+ESI): 452 [M+1]^, 474 [M+l+Na]* 
15 'H NMR (CDCI3): 5 0.97 (t, 3H), 0.98 (m, IH), 1.07 (m, IH), 1.42 (m, 2H), 1.5 (m, 
2H), 1.62 (m, IH), 1.77 (m, IH), 2.18 (br s, IH), 3.29 (dd, IH), 4.17 (q, IH), 7.21 (br 
s, IH), 7.13-7.3 (m, 2H), 7.38 (m, IH), 7.42 (d, 2H), 7.57 (d, 2H). 
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EXAMPLE 31 

Preparation of (25)-2-[(15)-l-(3 -chloro-4-fluorobiphenyl-4-yl)-2,2,2- 
trifluoroethvlaminol-pentanoic acid (1-cvano-cvclopropvlVamide 




The title compound was prepared in similar manner to that described 
forN*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl).l,r- 
10 biphenyl-4-yl]ethyl }-L-norvalinamide via Suzuki cross-coupling between 3-chloro-4- 
fluorophenylboronic acid and N^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(l- 
cyanocyclopropyl)-L-norvalinamide in the presence of [l,r-bis(diphenylphosphino)- 
ferrocene]dichloropalladium(n), dichloromethane complex. 
MS (+ESI): 468 [M+1]^ 

15 

*H NMR (CDCI3): 50.99 (t, 3H), 1.00 (m, IH), 1.08 (m. IH). 1.42 (m, 2H). 1.51 (m, 
2H), 1.62 (m, IH), 1.79 (m, IH), 2.19 (br s, IH), 3.33 (dd, IH), 4.17 (q, IH). 7.21 (m, 
2H), 7.42 (m, 3H), 7.57 (d, 2H). 7.62 (m, IH). 
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EXAMPLE 32 



Synthesis of (2S)-2-[(15)-2,2,2-trifluoro-l-(4-methylbiphenyl-4-yI)-ethyIainino]- 
pentanoic acid (l-cvanocvclopropvlVamide 



The title compound was synthesized in siniilar manner to that 
described for N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
10 (methylsulfonyl)-l,l '-biphenyl-4-yl]ethyl }-L-norvalinamide via Suzuki cross-coupling 
between p-tolylboronic acid and N^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'- 
(l-cyanocyclopropyl)-L-norvalinamide in the preseiice of 
[1 , r-bis(diphenylphosphino)ferrocene]-dichloropalIadium(II), dichloromethane 
complex. MS (+ESI): 430 [M+lf 



'H NMR (CDCI3) 6 0.90 (m. IH). 0.98 (t, 3h), 1.02 (m, IH) 1.4-1.5 (m, 4H), 1.62 (m, 
IH), 1.69 (m, IH), 2.19 (br s, IH), 2.41 (s, 3H), 3.35 (dd, IH), 4.1 (q, IH), 7.21 (s, 
IH) 7.24 (d. 2H), 7.38 (d. 2H). 7.46 (d, 2H). 7.60 (d, 2H). 



5 




15 
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EXAMPLE 33 

Synthesis of (25)-2-[(15)-l-(4'-<:yanobiphenyl-4-yl)-2,2,2-trifluoroethylamino]- 
pentanoic acid (l-cvanocvclopropyD-amide 

5 



NC 




The title compound was synthesized in similar manner to that 
described for N^-(l-cyanocyclopropyl)-N^-{(15)-2,2,2-trifluoro-l-[4- 

10 (methylsulfonyl)-l.l -biphenyl-4-yl]ethyl}-L-norvalinamide via Suzuki cross-coupling 
between 4-cyanophenylboronic acid and N^-[(15)-l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N*-(l-cyanocyclopropyl)-L-norvalinamide in the presence of 
[ 1 , r -bis(diphenylphosphino)ferrocene]-dichloropalladium(II), dichloromethane 
complex. 

15 MS (+ESI): 441 [M+lf 

EXAMPLE 34 

Synthesis of (2S)-2-{(S)-[(4-bromophenyl)-thiazol-2"yl-methyl]-amino}-4- 
20 methvlpentanoic acid cvanomethvlamide 




Step 1: Preparation of S-methyl-S-ftoluenesulfonvl-oxymethvOoxetane 
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p-ToluenesuIfonyl chloride (57.2 g, 300 nunol) was dissolved in dry 
pyridine (400 mL) under nitrogen atmosphere. 3-methyl-3-(hydroxymethyl)oxetane 
(20.4 g, 200 mmol) was added slowly, and the solution was stirred for 1.5 h. Crushed 
ice (400 g) was then added to vigorously stirring mixture, which was allowed to stir 
5 for an additional 0.5 h. The white precipitate was then collected on Whatman filter 
paper #1 and washed with cold water. The product was dried under high vacuum to 
obtain 3-methyl-3-(toluenesulfonyl-oxymethyl)oxetane (oxetane tosylate) as a white 
powder of oxetane tosylate. 

10 NMR (CDCI3) 5 7.81 (d, 2H), 7.37 (d, 2H), 4.37 (m, 4H), 4.1 1 (s, 2H), 2.46 
(s,3H). 1.31(8. 3H). 

Step 2: Preparation of (25)-2-benzyloxycarbonylamino-4-methyl-pentanoic 

acid 3-methvloxetan'3-vlmethvl ester 

Cbz-L-leucine (2 g, 7.5 mmol) and CS2CO3 (1.46 g, 4.5 mmol, 0.6eq) 
were dissolved in water (20 mL). Water was then removed in vacuo, and the resulting 
oil was lyophilized for 12 h to give a white solid. To this solid were added 3-methyl- 
3-(toluenesulfonyl-oxymethyl)oxetane (oxetane tosylate) (1.8 g, 4.5 mmol), and Nal 
(224 mg,1.5 nunol, 0.2 eq.) which were taken up in DMF (35 mL) and allowed to stir 
under nitrogen for 48 h. The DMF was then removed in vacuo, and the resulting solid 
was dissolved in EtOAc (60 mL) and washed with 10% NaHCOa (20 mL) and 
saturated NaCl (10 mL) and dried over MgS04. The solvent was removed under 
reduced pressure to yield yellow oil which was flash column chromatographed on 
200cm^ of silica gel using 3:1 hexanes: EtOAc as an eluant to give (25)-2- 
benzyloxycarbonylamino-4-methyl-pentanoic acid 3-methyloxetan-3-ylmethyl ester 
(Cbz-Leu oxetane ester) as a yellow thick oil. 

NMR (CD3SOCD3) 7.75 (d, IH), 7.26-7.38 (m, 5H), 5.05 (s, 2H), 4.0-4.4 (m, 8H), 
1.45-1.7 (m, 3H), 1.25 (s, 3H), 0.85-0.9 (m, 6H). 

Step 3: Preparation of [3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l- 

vD-butvll-carbamic acid benzyl ester 

(25)-2-Benzyloxycarbonylamino-4-methyl-pentanoic acid 3- 
methyloxetan-3-ylmethyl ester (Cbz-Leu oxetane ester) (2 g, 5.7 mmol) was dissolved 
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in dry CH2CI2 (10 mL) under nitrogen. BF3,Et20 (40 /il, 0.3 mmol, 0.054 eq.) was 
diluted in dry CH2Cl2(l mL)and added to the reaction flask. The reaction was 
allowed to warm up to room temperature and stirred for 12 h. Triethyiamine (335 /il, 
3.3 mmol, 0 .58 eq) was added and the reaction was stirred for an additional 30 min., 
5 before being concentrated to thick oil. The crude product was redissolved on EtOAc 
(15 mL), washed with 3% NH4CI (10 mL), and saturated NaCl (10 mL), dried 
(MgS04), and evaporated to dryness. The reaction yielded a colorless thick oil, which 
crystallized on standing to give [3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct- 
l-yl)-butyl]-carbamic acid benzyl ester, (Cbz-Leiu-OBO ester). 

10 

% NMR (CD3SOCD3) 7.25-7.35 (br m, 5H), 6.88 (d, IH), 5.05 (s, 2H), 3.80 (s, 6H), 
3.7 (m,lH) 1.2-1.6 (m, 3H), 0.75-0.85 (m, 6H), 0.70 (s, 3H). 

Step 4 : Preparation of 3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l- 

15 vD-butvlamine 

To [3-methyl-l-(4-methyl-2.6,7-trioxa-bicyclo[2.2.2]oct-l-yl)-butyl]- 
carbamic acid benzyl ester (3.2 g, 9.2 mmol) in absolute EtOH ( 30 mL) was added 
10% Pd in activated carbon (320 mg, 10 %) under nitrogen. The reaction mixture was 
hydrogenated at 50psi for 6h. The reaction was monitored by TLC and the reaction 
20 mixture was filtered through Celite. The solvent was removed to get 3-methyI-l-(4- 
methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l-yl)-butylamine as a white solid. 

NMR (CD3SOCD3) 3.80 (s, 6H), 3.2-3.4 (br s, 3H), 1.75 (m, IH), 1.0-1.4 (m, 2H), 
0.75-0.90 (m,6H), 0.75 (s,3H). 

25 

Step 5: Preparation of [3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l- 

yl)-butyn-thiazol-2-vlmethvleneamine 

A solution of 3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l- 

yl)-butylamine (1.9 g, 8.8 mmol) and thiazole-2-carboxaldehyde (998 mg, 8.8 mmol) 
30 in benzene was refluxed for 3 h using a Dean-Stark trap, during which time water was 

collected and the remaining residue was evaporated under reduced pressure to get [3- 

methyl-l-(4-methyl-2,6.7-trioxa-bicyclo[2.2.2]oct-l-yl)-butyl]-thiazol-2- 

ylmethyleneamine as an orange solid. 
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'H NMR (CD3SOCD3) 8.4 (s, IH), 7.97 (d, IH). 7.84 (d, IH), 3.82 (s, 6H), 3.4 (m, 
IH), 1.7 (m, IH), 1.5 (m. IH), 1.3 (m, IH), 0.9 (m, 6H), 0.75 (s, 3H). 

Step 6: Preparation of [(4-bromo-phenyl)-thiazol-2-yl-methyl]-[3-methyl-l-(4- 

5 methvl-2.6.7-trioxa>bicvclor2.2.21oct-l-vn-butvl1-amine 

To a solution of dibromobenzene (760 mg, 3.2 mmol) in dry ether was 
added 2.5 M solution of nBuLi in hexanes (1.3 mL, 3.2 mmol) at -30 °C. After 
stirring fori h, a solution of [3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l- 
y])-butyI]-thiazol-2-ylmethylene-amine (500mg, 1.6 mmol) in 5 mL of dry ether was 

10 added slowly. The reaction mixture was allowed to stir at the same temperature for 2 
h and then the reacion was quenched with water and extracted with ethyl acetate. The 
organic layer was washed with saturated NaCl and dried over MgS04. The solvent 
was evaporated in vacuo. The crude was flash column chromatographed using 2:1 
hexanes: EtOAc as an eluant to get [(4-bromo-phenyl)-thiazol-2-yl-methyl]-[3- 

15 methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct-l-yl)-butyl]-amine as a pale yellow 
solid. 

^H NMR (CD3SOCD3) 7.64 (d, IH), 7.59 (d,lH)» 7.5 (d,2H), 7.28 (d,2H), 5.68 
(s,lH), 3.82 (s, 6H), 3.3 (m, IH), 2.65 (m,lH), 1.95 (m,lH),1.4 (m,lH), 1.2 (m, IH), 
20 0.9 (d,3H), 0.75 (s,3H), 0.7 (d,3H). 

Step 7: Preparation of (2S)-2-{ (S)-[(4-bromophenyl)-thiazol-2-yl-methyl]- 

amino)-4-methvlpentanoic acid 

To a solution of [(4-bromo-phenyl)-thiazol-2-yl-methyl]-[3-methyH- 

25 (4-methyl-2.6,7-trioxa-bicyclo[2,2.2]oct-l-yl)-butyl]-amine (500 mg, 1.06 mmol) in 
THF (20 mL) and water (18 mL), was added IN HCl (3.5 mL). The reaction mixture 
was stirred for 2 h. After checking the TLC for the disapperance of the starting 
material, Li(0H).H20 (280.2 mg, 6.3eq.) was added and stirred at room temperature 
for 2 h. Then IN HCl was added to adjust the pH 4-6, and the product was extracted 

30 with EtOAC and the organic layer dried over MgS04. The solvent was evaporated to 
yield (25)-2- { (5)-[(4-bromophenyl)-thiazol-2-yl-methyl]-amino } -4-methylpentanoic 
acid as a yellow solid. 
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Step 8: Preparation of (25)-2- { (5)-[(4-bromophenyl)-lhia20l-2-yl-methyl]- 

amino}-4-methvlpentanoic acid cvanomethvlamide 

In the presence of HATU (1 eq.) and diisopropylelhylamine (4 eq.), 

(25)-2-{(5)-[(4-broniophenyl)-thiazol-2-yl-methyl]-amino}-4-methylpentanoic acid 
5 was coupled with aminoacetonitrile (2 eq., 1 eq. excess) to give (2S)-2-{(5)-[(4- 

bromophenyl)-thiazol-2-yl-methyl]-amino}-4-methylpentanoic acid 

cyanomethylamide as a cream solid. 

NMR (CD3SOCD3) 8.73 (t, IH), 7.66 (d, IH), 7.64 (d. IH), 7.5 (dd. 2H). 7.25 (dd, 
2H) 4.92(d, IH), 4.14 (t, 2H), 3.32 (s, IH), 3.19 (m. IH), 2.98 (m, IH), 1.85 (m,lH), 
1.46 (m, IH), 0.9-0.85 (m, 6H). 

EXAMPLE 35 

Synthesis of (25) 2-{(5)-[(4-bromophenyl)-thiazol-2-yl-methyl]-amino}-4- 
methvlpentanoic acid (l>cvanocvclopropvl)-amide 




The title compound was prepared by the coupling of (2S)-2-{(5)-[(4- 
bromophenyl)-thiazol-2-yl-methyl]-amino}-4-methylpentanoic acid with 1- 
aminocyclopropanecarbonitrile in the presence of HATU and diisopropylamine, in 
similar manner to that described for the preparation of Example 34. The synthesis of 
(25)-2-{(5)-[(4-bromophenyl)-thia2ol-2-yl-methyl]-amino}-4-methylpentanoic acid 
was accomplished via addition of bromophenyllithium (generated in situ firom 1,4- 
dibromobenzene and n-butyllithium) to the imine condensation product between 
thiazole 2-carboxayldehyde and 3-methyl-l-(4-methyl-2,6,7-trioxa-bicyclo[2.2.2]oct- 
l-yl)-butylainine (L-Ieucine OBO ester, prepared according to the method described 
for Example 34), followed by ortho ester deprotection. 
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'H NMR (CDCI3): 5 0.82 (d. 3H), 0.95 (d, 3H), 1.04 (m, 2H),1.46-1.62 (m, 4H), 1.80 
(m, IH), 3.12 (dd, IH), 4.95 (s, IH), 7.22 (s, IH), 7.23-7.25 (d, 2H), 7.31 (m. 2H), 
7.47 (d. 2H), 7.74 (m, IH). 

5 EXAMPLE36 

Synthesis of (2S)-2-{ (5)-[(2*,4'-difluorDbiphenyl-4-yl)-thiazol-2-yl-methyl]-anuno}-4- 
methvlpentanoic acid (1-cvanocvclopropvlVamide 




The title compound was prepared via the Suzuki cross-coupling of 
(25)-2-{(5)-[(4-bromophenyl)-thiazol-2-yl-methyl]-amino}-4-methylpentanoic acid 
(l-cyanocyclopropyO-amide with 2,4-difluorobenzeneboronic acid, in the presence of 
15 [1,1 '-bis(diphenylphosphino)ferrocene]dichloropalladium(II), dichloromethane 
complex. MS (-ESI): 479 [M-1]- 

'H NMR (CDCI3): S 0.84 (d, 3H), 0.97 (d, 3H), 1.03 (m, 2H), 1.47 (m, 2H), 1.57-1.62 
(m, 4H), 1.95 (m, IH). 3.27 (dd, IH), 5.02 (s, IH), 6.93 (m, 2H), 7.32 (m, IH). 7.39 
20 (m. IH), 7.42 (m. 3H). 7.48 (d, 2H), 7.77 (d, IH). 
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EXAMPLE 37 



Synthesis of (25)-2-{ (5)-[(4 -methanesulfonylbiphenyl-4-yl)-thia2ol-2-yl-methyl]- 
aminoM-methvlpentanoic acid (l-cvanocvclopropvl)-aniide 



for (2S)-2-{ (5)-[(2\4*-difluorobiphenyM-yl)-thia2ol-2-yl-methyl]-amino}-4- 
10 methylpentanoic acid (l-cyanocyclopropyl)-amide, via Suzuki cross-coupling of (25)- 
2-{(5)-[(4-bromophenyl)-thiazol-2-yI-methyl]-amino)-4-methylpentanoic acid(l- 
cyanocyclopropyl)-ainide with 4-methanesulfonylphenylbdronic acid, in the presence 
of [l,l'-bis(diphenylphosphino)-ferrocene]dichloropalladium(II), dichloromethane 
connplex. 
15 MS (-ESI): 521 [M-1]* 




The title compound was prepared in similar manner to that described 
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EXAMPLE 38 

Synthesis of V-(l-cyanocyclopropyl)-4,4-difluoro-iV^-{(l^-2,2,2-trifluoro-l-[^ 
5 f methvlsulfon vH- 1 . 1 -biphen vl-4-vneth vl ) -L-norvalinamide 




Step 1: Preparation of methyl //-((ben2vloxv)carbonvlV3-iodo-L-alaninate 

To a solution of carbobenzyloxy-L-serine (25 g, 104 mmol) in ethyl 

10 acetate (200 niL) was added a solution of diazomethane in ether until a slight yellow 
color persisted. The solvent was evaporated under vacuum. To the residue was added 
N,N-dimethylfonnamide (400 mL) and methyltriphenoxyphosphonium iodide (50 g, 
1 10 mmol). The mixture was stirred for 15 minutes, then methanol (15 mL) was 
added and the mixture was then poured over 20 % sodium thiosulfate and extracted 

15 with a 1: 1 mixture of ethyl acetate:hexanes (2 L). The organic layer was washed with 
water, brine (3 x), dried over magnesium sulfate, filtered and the solvent evaporated 
under vacuum. The residue v/as purified by silica gel chromatography using ethyl 
acetate and hexanes. The compound obtained was triturated in diethyl ether/hexanes, 
filtered and air dried to afford methyl /^-((benzyloxy)carbonyl)-3-iodo-L-alaninate. 

20 

Step 2: Preparation of methvl A^-((benzvloxv)carbonvl)>4-oxo-L-norvalinate 

A mixture of methyl A^-((benzyloxy)carbonyl)-3-iodo-L-alaninate (10 
g, 27.5 mmol), from Step 1, zinc-copper couple (3.3 g) in benzene (110 mL) and N,N- 
dimethylacetamide (7.4 mL) was sonicated in an ultra-sound bath for 2 hours. Over 
25 this period, 3 portions of 1,2-dibromoethane (0.24 mL) and chlorotrimethylsilane 
(0. 17 mL) were added. To this mixture was then added 
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bis(triphenylphosphine)palladium chloride (0.958 g, 1.4 mmol) and acetyl chloride 
(2.5 mL, 35.2 mmol) and the mixture was heated at 70 for 2 hours. After cooling 
to room temperature, the mixture was filtered on celite with ethyl acetate, the organic 
layer was then washed with a saturated solution of ammonium chloride, brine (2x), 
5 dried over magnesium sulfate, filtered and the solvent evaporated under vacuum. The 
residue was purified by silica gel chromatography using ethyl acetate and hexanes to 
afford methyl 7V-((ben2yloxy)carbonyl)-4-oxo-L-norvalinate. 

Step 3: Preparation of methyl yV-((benzyloxy)carbonyl)-4,4-difluoro-L- 

10 norvalinate 

To a solution of methyl N-((benzyloxy)carbonyl)-4-oxo-L>norvalinate 

(1.3 g, 4.65 mmol) in dichloromethane (20 mL) and methanol (0.019 mL) at 0 was 

added DAST (2.46 mL) slowly. The ice bath was removed and replaced with a hot 

water (57 ^C) bath. The hot water bath was replaced 3 times, then the mixture was 
15 stirred overnight at room temperature. The mixture was slowly poured over cold 

saturated NaHCOa, extracted with ethyl acetate, washed with brine, dried over 
. magnesium sulfate, filtered and the solvent evaporated under vacuum. The residue 

was purified by silica gel chromatography using ethyl acetate and hexanes to afford 

methyl 7V-((benzyloxy)carbonyl)-4,4-difluoro-L-norvaIinate. 

20 

Step 4: Preparation of benzyl fl5)-33-difluoro-l -(hvdroxvmethvn 

butvlcarbamate 

To a solution of methyl A^-((benzyloxy)carbonyl)-4,4-difluoro-L- 
norvalinate (1.59 g, 5.29 mmol) in ethanol (50 mL) was added lithium chloride (919 

25 mg) and the mixture was stirred for 10 minutes. Sodium borohydride (820 mg) was 
added slowly, the mixture stirred for 2 hours. Then, another portion of sodium 
borohydride (100 mg) was added and stirring continued for 30 minutes. The mixture 
was diluted with water (20 mL) and neutralized slowly with IN HCl followed by the 
addition of another aliquot of water. The mixture was extracted with ethyl acetate 

30 (2x), washed with brine, dried over magnesium sulfate, filtered and the solvent 
evaporated under vacuum to afford benzyl (15)-3,3-difluoro-l- 
(hydroxymethyl)butylcarbamate. 

Step 5: Preparation of (25)-l-((rfirt-butyl(dimethyl)silyl)oxy)-4,4- 
35 difluoropentan-2-amine 



-186- 



wo 03/075836 



PCT/US03/06147 



To a solution of benzyl (15)-3,3-clifluoro-l-(hydroxymethyl) 
butylcarbamate (from Step 4) in ethanol (25 mL) was added palladium on charcoal 
(10 %, 150 mg) and the mixture was stirred under a H2 atmosphere (ballon) for 2 h. 
Dichloromethane was added and the mixture was filtered on celite. The solvent was 
5 evaporated under vacuum. The residue was dissolved in dichloromethane (15 mL) 
and triethylamine (1 mL), N,N-dimethylaminopyrid[ine (10 mg) and chloro-t- 
butyldimethylsilane (844 mg) were added. The mixture was stirred overnight, then 
water and brine were added. The mixture was extracted with ethyl acetate (2x), 
washed with brine, dried over magnesium sulfate, filtered and the solvent evaporated 
10 under vacuum to afford (2S}-l-((rerr-butyl(dimethyl)silyl)oxy)-4,4-difIuoropentan-2- 
amine. 

Step 6: Preparation of (25)-l-((fe/t-butyl(dimethyl)silyl)oxy)-4,4-difluoro-iV-' 
((lE)~2,2,2-trifluoroethvlidene)pentan-2-amine 

1 5 A solution of (25)- 1 -((rert-butyl(dimethyl)silyl)oxy)-4,4- 

difluoropentan-2-amine, from Step 5, and trifluoroacetaldehyde methyl hemiacetal (80 
%, 0.9 mL) in benzene (20 mL) was refluxed over night with a Dean-Stark apparatus. 
The solvent was evaporated under vacuum and the residue purified by silica gel 
chromatography using ethyl acetate and hexanes to afford (25)-l-((/eft- 

20 butyl(dimethyl)silyl)oxy)-4,4-difIuon>N-((lF)-2,2,2-trifluoroethylidene)pentan-2- 
amine. 

Step 7: Preparation of (25)-2-(((lS)-l-(4-bromophenyl)-2,2,2- 

trifluoroethvl)amino)-4,4-difluoropentan''l>ol 

25 To a -78 °C solution of 1,4-dibromobenzene (330 mg) in THF (5.2 

mL) was added 2.5M n-BuLi in hexanes (0.52 mL) and the solution was aged for 30 
minutes. Then, a solution of (25)-l-((;err-butyl(dimethyl)silyl)oxy)-4,4-difluoro-yV- 
((l£)-2.2,2-trifluoroethylidene)pentan-2-amine (333 mg) in THF (5.2 mL) was added. 
The mixture was stirred at -78 for 45 minutes, then poured over cold saturated 

30 ammonium chloride, extracted with ethyl acetate (2x), washed with brine, dried over 
magnesium sulfate, filtered and the solvent evaporated under vacuum. The residue 
was dissolved in THF (10 mL) cooled in an ice/water bath and n-tetrabutylammonium 
fluroride (IM in THF, 1.5 mL) was added. The mixture was stirred at 0 for 1 h, 
poured over cold water, extracted with ethyl acetate (2x), washed with brine, dried 
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over magnesium sulfate, filtered and the solvent evaporated under vacuum to afford 
(25)-2-(((15)-l-(4-bromophenyI>2,2,2-trifluoroethyl)amino)-4,4-difluoropentan-l-oI. 

Step 8: Preparation of A^^-[(15)-l-(4-bromophenyl)-2,2,2-trifluoroethyI]-V>(l- 

5 cvanocvclopropvI)-4.4-difluoro-L-norvalinamide 

(2S)-2-(((15)-l-(4-BromophenyI)-2,2,2-trifluoroethyI)amino)-4,4- 
difluoFopentan-l-ol was converted to the title compound using the method described 
in Step 9 of Example 15. 

10 Step 9: Preparation of /V^-(l-cyanocyclopropyl)-4,4-difluoro-A^^-{ (15)-2,2,2- 

trifluoro- 1 -f4 -(methvlthio)- 1 , 1 -biphenvM-vllethvl ) -L>norvalinamide 
Ar^-[(lS)-l-(4-Bromophenyl)-2,2,2-trifluoroethyl]<N^Kl« 
cyanocyclopropyl)-4,4-difluoro-L-norvalinamide was converted to the title compound 
using the method described in Step 10 of Example 15. 

15 

Step 10: Preparation of Ar'-(l-cyanocyclopropyl)-4,4-difIuoro-//^-{(15)-2,2,2- 
trifluoro- 1-[4 -(methylsulfonyl)-l ,1 -biphenyl-4-yl]ethyl }-L- 

norvalinamide 

Ar'-(l-Cyanocyclopropyl)-4,4-difluoro-A^^-{(15)-2,2,2-trifluoro-l-[4- 
20 (methylthio)-l,l -biphenyl-4-yl]ethyl}-L-norvalinamide was converted to the title 
compound using the method described in Step 1 1 of Example 15. 



Using similar experimental procedures as those listed above, the 
following compounds were synthesized. 

25 



NAME 


CHARACTERIZATION 


N'-(cyanomethyl>N^-(2,2,2-trifluoro-l- 
phenylethyl)-I^Ieucinamide 


MS (+ESI): 328.3 [M+1]* 


N*-(cyanomethyl>N^-[2.2,2-trifluoro-l-(4- 
fluoro-3-methylphenyl)ethyl]-L- 

leucin amide 


MS (+ESD: 360.2 [M+l]*" 
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N'-(cyanomethyl)-N^-[(lR)-2,2,2-trifluoro- 

l-(4-pyridin-3-ylphenyl)ethyI]-L- 

leucinamide 


MS (+ESI): 405.1 [M+lf 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -( 4-Dvridin-3-vlohenvneth vll-L- 
leucinamide 


MS (+ESI): 405.1 [M+lf 


N'-(cyanomethyl)-N^-[(lR)-2,2,2-trifluoro- 
1 -f 4-Dvridin-4- vlohen vHeth vl 1 -L- 
leucinamide 


MS (+ESI): 405.1 [M+lf 


N'-(cyanomethyl)-N^-[(lS)-2.2,2-trifluoro- 

l-(4-pyridin-4-ylphenyl)ethyl]-l^ 

leucinamide 


MS (+ESI): 405.1 [M+l]* 


N^-(cyanomethyl>N^-[(lR)-2,2,2-trifluoro- 
l-(4-{ [4-(2-fluoroethyl)pipera2in-l- 

yl]carbonyl } phenyl)ethyl]-L-leucinamide 


MS (+ESI): 486.3 [M+lf 


N^-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4- 
{ [4-(2-fluoroethyl)piperazin-l- 
yncarbonyl}phenyI)ethyl]-L-leucinaniide 


MS (+ESI): 486.2 [M+l]"" 


N^-[ 1-(1 , 1 '-biphenyl-4-yl>2,2,2- 

trifluoroethyl]-N'-(cyanomethyl)-L- 

leucinamide 


MS (+ESD: 404.2 [M+l]"- 


N'-(cyanomethyl>N^-{2,2,2-trifluoro-l-[4- 
(3-hydroxy-3-methylbut-l- 
ynyl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 410.2 [M+l]"- 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l.[4.(3-hydroxy-3- 

methylbutyi)phenyl]ethyl } -L-leucinamide 


MS (+ESI):436.2 [M+Na]*. 414.2 [M+1]* 


N^-[(lS)-l-(4-bromophenyl)-2,2,3,3,3- 

pentafluoropropyl]-N*-(cyanomethyl)-L- 

leucinamide 


MS (+ESI): 458.1, 456.1 [M+l]^ 


N'-(cyanomethyl)-N^-[(lS)-2,2,3,33- 

pentafIuoro-l-(4-pyridin-4- 

ylphenyI)propyl]-L-leucinamide 


MS (+ESI): 455.2 [M+1]^ 
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N'-(cyanomethyI)-N^-[(lS)-2,2,2-trifluoro- 

l-(4'-fluoro-l,r-biphenyl-4-yl)ethyl]-L- 

leucinamide 


MS (+ESI): 422.2 [M+l]"- 


N^-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
1 - ( 4-[( 1 E)-3-hydroxy-3-methylbut- 1 - 
enyljphenyl }ethyl)-L-leucinainide 


MS (+ESI): 434.1 [M+Na]"" 


N'-(cyanomethyl)-N^-{ (lS)-2,2,3,3.3- 
pentafluoro-l-[4-(methylthio)-l,l- 
biphenyI-4-yl]propyl }-L-leucinainide 


MS (+ESI): 500.1 [M+Na]"" 


N^-(cyanomethyl)-N^-{(lS)-2,2,3,3.3- 
pentafluoro- 1 -[4 -(methylsulf onyl)- 1,1- 
biphenyl-4-yl]propyl ) -L-leucinamide 


MS(+ESI): 532.1 [M+Nar 


N*-(cyanoinethyl>N^-{(lS)-2,2,2-trifluoro- 
l-[4-(l-oxidopyridin-3-yl)phenyl]ethyl)-L- 
leucinamide 


MS (+ESI): 421.2 [M+Na]* 


N -(cyanomethyl)-N -{(lS)-2,2,2-t^fluoro- 
l-[4-(mo^pholin-4- 
ylca^bonyl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 441.3 [M+l]"" 


N'-(cyanoinethyl>N^-[(lS)-2,2,2-trifluoro- 
l-(4- 

{ [methoxy(methyl)ainino]carbonyl } phenyl) 
ethyl]-L-leucinainide 


MS (+ESI): 415.1 [M+l^ 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
l-(4-thien-3-ylphenyl)ethyl]-L-leucinamide 


MS (-ESI): 388.3 [M-21]- 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -[4-(4-inethyIpyridin-2-yl)phenyl]ethy] } - 
L-leucinamide 


MS (-ESI): 397.2 \M-2\\ 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 

l-[4-(5-methylpyridin-2-yl)phenyl]ethyl}- 

L-leucinamide 


MS (-ESI): 397.4 [M-21]- 
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N'-(cyanomethyl)-N^-{(lS)-l-[4-(3.5- 

dimeth y 1 i sox azol -4-yl )phenyl]-2,2,2- 
trifluoroethyl }-L-leucinamide 


MS (-ESI): 401.4 [M-21]' 


N^-[(lS)-l-(4'-cyano- 1 , 1 '-biphenyl-4-yl)- 

2,2,2-trifluoroethyl]-N^-(cyanomethyl>L- 

leucinamide 


MS (-ESI): 407.4 [M-21]' 


N^-(cyanomethyl)-N^-[(lS>l-(3',4'- 
difluoro- 1 , 1 -biphenyI-4-yl)-2,2,2- 
tiifluoroethyl]-L-leucinainide 


MS (-ESI): 418.4 [M-21]" 


4 -{ l-[l-(Cyanomethyl-carbamoyl)-3- 
methyl-butylamino]-2,2,2-trifluoro-ethyl } - 
biphenyl-2-caiboxylic acid methyl ester 


MS (-ESI): 440.5 [M-21]' 


4 -{ l-[l-(Cyanomethyl-carbainoyl)-3- 
methyl-butylamino]-2,2,2-trifluoro-ethyI } - 
biphenyl-3-carboxylic acid methyl ester 


MS (-ESI): 440.4 \M'21Y 


N'-(cyanomethyl)-N^.[(lS)-l -(3',4'- 
dimethoxy-1 , 1 -biphenyl-4-yl)-2,2,2- 
trifIuoroethyl]-L-leucinamide 


MS (-ESI): 442.5 [M-211- 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -[2 -(trifluoromethyl)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-leucinamide 


MS (-ESI): 450.4 [M-21]- 


N^-(cyanomethyl>N^.[(lS)-l-(3',4'- 
dichloro- 1 , 1 -biphenyl-4-yl)-2,2,2- 
trifluoroethyl]-L-leucinamide 


MS (-ESI): 450.4 [M-21]- 


N"-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

l-(3'-formyl4,l-biphenyl-4-yl)ethyl]-L- 

leucinamide 


MS (-ESI): 410.2 [M-21]- 


N^-{ (lS)-l-[4-(5.bromopyridin-3- 
yl)phenyl]-2,2,2-trifluoroethyl)-N"- 

(cyanomethyl)-L-leucinamide 


MS (-ESI): 461.4 [M-21]- 


N'-(cyanomethyl)-N^-{(lS)-2,2.2-trifluoro- 
l-[4 -(trifluoromethoxy)-! ,1 -biphenyl-4- 
yl]ethyl } -L-leucinamide 


MS (-ESI): 466.4 [M-21]" 
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N'-(cyanoinethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(lH-indol-4-yl)phenyl]ethyl }-L- 
leucinamide 


MS (-ESI): 421.5 [M-2ir 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

l-(4.pyriDfii(jifj_5-ylphenyl)ethyl]-L- 

leucinamide 


MS (-ESI): 384.4 [M-21]' 


N^-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

l-(4-qiiinolin-3-ylphenyl)ethyl]-L- 

leucinatnide 


MS (-ESI): 433.5 [M-21]" 


4-{ l-[l-(Cyanomethyl-carbamoyl)-3- 
njcinyi-Duiyi3imnoj-z,ZyZ'iniiuoro-ei / - 
biphenyl-4-carboxylic acid methyl ester 


MS (-ESI): 440.4 [M-21]' 


N^-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -^'i-pyn iniciin-z-yipnenyi jeuiyi j-i-r 
leucinamide 


MS (-ESI): 384.4 [M-21]- 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -r4-r3-fuTvnohenvllethvl l-L-leucinainide 


MS (-ESI): 372.4 [M-21]" 


N'-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
1- { 4-[3-(trifluoromethyl)pyridin-2- 
yl]phenyl } ethyl)-L-leucinamide 


MS (-ESI): 451.4 [M-21]" 


N'-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
1 - { 4- [4-(trifluoromethyl)pyridin-2- 
yl]phenyl }ethyl)-I^leucinamide 


MS (-ESI): 451.4 [M-21]- 


N^-(cyanomethyl)-N^-((lS)-2.2,2-trifluoro- 
l-{4-[5-(trifluoromethyl)pyridin-2- 
yl]phenyl }ethyl)-L-leucinamide 


MS (-ESI): 451.4 [M-21]- 


N^-(cyanomethyJ)-N^-[(lS)-2,2,2-trifluoro- 
l-(3-methoxy-l,l-biphenyl-4-yl)ethyl]-L- 
leucinamide 


MS (-ESI): 412.4 [M-21]- 


N^-{ ( IS)- l-[4Hacetylamino)-3'-fluoro- 1,1'- 

biphenyl-4-yl]-2,2,2-trifluoroethyl}-N^- 

(cyanomethyl)-L-leucinamide 


MS (-ESI): 457.4 [M-21]- 
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N ' -(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 

l-[4-(3-methylthien-2-yl)phenyl]ethyl}-L- 

ieucinamide 


MS (-ESI): 402.4 [M-21)- 


N'-(cyanomethyl)-N^-[(lS)-2.2,2-trifluoro- 

l-(3-fluoro-l,l-biphenyl-4-yl)ethyl]-L- 

leucinamide 


MS (-ESI): 400.4 [M-21]- 


N^-{(lS)-l-[4-(5-acetylthien-2-yI)phenyl]- 
2,2,2-trifluoroethyl ) -N'-(cyanomethyi)-L- 
leucinamide 


MS (-ESI): 430.4 [M-21]- 


N^-[(lS)-l-(3'-acetyl-l.l-biphenyl-4-yl)- 

2^,2-trifluoroethyl]-N'-(cyanomethyl)-L- 

leucinamide 


MS (-ESI): 424.4 [M-21]- 


N' -(cyanomethyl)-N^-{ (lS)-2,2,2-trifluoro- 
l-[3-(trifluoromethyl)-l,r-biphenyl-4- 
yljethyl } -L-leucinamide 


MS (-ESD: 450.4 \M-21Y 


N'-(cyanoinethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -(5 -fluoro-2 -methoxy- 1 , 1 '-biphenyl-4- 
yl)ethyl]-L-leucinamide 


MS (-ESI): 430.4 {M-2iY 


N'-(cyanomethyl)-N^-[(lS)-l-(3',5'- 
difluoro- 1 , 1 '-biphenyl-4-yl)-2,2,2- 
trifluoroethyl]-L-leucinanude 


MS (-ESI): 418.4 [M-21]- 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

l-(2*,3',5-trifluoro-l,l-biphenyl-4- 

yl)ethyl]-L-leucinamide 


MS (-ESD: 436.4 [M-21]- 


3-(4-{ l-[l-(Cyanomethyl-carbamoyl)-3- 
methyl-butylaminol-2,2,2-trifluoro-ethyl } - 
biphenyl-3-yl)-acrylic acid 


MS (-ESI): 452.5 [M-21]- 


N^-{(lS)-l-[4-(9-anthryl)phenyl]-2,2,2- 
trifluoroethyl } -N' -(cyanomethyl)-L- 
leucinamide 


MS (-ESI): 482.5 [M-21] 


N^-[( IS)- 1-(4 -benzoyl- 1 ,1 -biphenyl-4-yl)- 

2,2,2-trifluoroethyI]-N'-(cyanomethyl)-L- 

leucinamide 


MS (-ESI): 486.5 [M-211- 
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N^-[(lS)-l-(3'.acetyl-4'-hydroxy-l,r- 

biphenyl-4-yl)-2,2,2-trifluoroethyl]-N'- 

(cyanomethyl)-L-Ieucinamide 


MS (-ESI): 440.5 [M-21]- 


N^-(cyanomethyl)-N^-{(lS)-l-[2'- 
(cyanomethyl)-l , 1 -biphenyl-4-yl]-2,2,2- 
trifluoroethyl }-L-leucinainide 


MS (-ESI): 421.4 [M-21]" 


N^-(cyanomethyl>N^-{2,2,2-trifluoro-l-[4- 

rm^fhvlciil'Fo'n'v/l^— t 1 '_V\ir>li^n\/l-.4.-\/llf*tHvl \ — 
^IXlCLllJl&UllU^Yl J JiyX -uij^i iciiyi~'T~yi jciiiyi j~ 

L-Ieucinamide 


MS (+APCI): 482.2 [M+1]^ 


-(cyanomethyl)-N^- { 2,2,2-trifluoro- 1-[4 - 
L-Ieucinamide 


MS (+APCI): 466.1 [M+lf 


N^-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4- 


MS (+ESI): 413.2 [M+lf 


-(cyanomethyl)-N^- { ( lR)-2,2,2-trifluoro- 
L-leucinamide 


MS (+APCI): 419.2 [M+1]^ 


N^-(cyanomethyl)-N^-{(lS>2,2,2-trifluoro- 
1 -[4-(6-methylpyridin-3-yl)phenyl]ethyl } - 
L-leucinamide 


MS (+APCI): 419.0 [M+l]"" 


N*-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(5- 
phenylthien-2-yl)cthyl]-L-lcucinainide 


MS (+ESI): 409.4 [M+lT 


N^-(cyanomethyl>N^«-[2,2,2-trifluoro-l-(4- 
(|uinolin-'8-y]phenyl)ethyI]-L-leucinaiiiidc 


MS (+ESI): 419.0 [M+lf 


-(cyanomethyl)-N^-[( 1 S)-2,2,24rifluoro- 
l-(4-pyridin-2-ylphenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 455.2 [M-hl]* 


N^- { 1 -[4 -(aminosulfonyl)- 1 , 1 -biphenyl-4- 
yl]-2,2,2-trifluoroethyl}-N^-(cyanoinethyl)- 
L-leucinamide 


MS (+ESI): 483.2 [M+l]"^ 
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N^-{(lS)-l-[4'-(aminosulfonyl)-l,l- 
biphenyl-4-yl]-2,2,2-trif]uoroethyl } -N' - 

(cyanomethyl)-L-leucinamide 


MS (+ESI): 483.2 [M+1]* 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4 -(methylsulfonyl)-l ,1 -biphenyl-4- 
yljethyl } -L-leucinamide 


MS (+ESI): 482.3 [M+1]^ 


N'-(cyanomethyl>N^-{(lS)-2,2,2-trifluoro- 
1 -[4 -(methylthio)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-leucinamide 


MS (+ESD: 450.2 [M+1]^ 


N^-[(lS)-l-(4-bromophenyI)-2,2,2- 
trifluoroethyl]-N' -(cyanomethyl)-L- 
leucinamide 


MS (+ESI): 407.2/408.2 [M+1]V [M+2]^ 


N^-(cyanofnethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(morpholin-4-ylsulfonyl)-l,r- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 553.2 [M+lf 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -[4 -(isopropylsulfonyl)- 1 ,1 -biphenyl-4- 
yl]ethyl } -L-leucinamide 


MS (+APCI): 510.3 [M+l]"" 


N^-{(lS)-l-[4'-(aminosulfonyl)-l,r- 

biphenyl-4-yl]-2,2,2-trifluoroethyll-N'- 

(cyanomethyl)-L-leucinamide 


MS (+ESI): 483.2 [M+l]-" 


N^-((lS)-l-{4'-[(acetylamino)sulfonyl]-l,r- 

biphenyl-4-yl}-2,2.2-trifluoroethyl)-N"- 

(cyanomethyl)-L-leucinamide 


MS (+APCI): 525.4 [M+l]"^ 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoxD- 
l-[2-methyl-4'-(methylsulfonyl)-l,l- 
biphenyl-4-yI]ethyl ) -L-leucinamide 


MS (+ESD: 496.2 [M+l]-" 


N^-[l-(5-bromothien-2-yl)-2,2,2- 
trifluoroethyl]-N^ -(cyanomethyl)-L- 
leucinamide 


MS (+ESD: 413.2 [M+lf 


N^-[l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N* -(cyanomethyl)-l^ 
leucinamide 


MS (-ESI): 403.9, 405.9 [M+1]' 
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4-(4 - { 1 -[1 -(Cyanomethyl-carbamoyl)-3- 
methyl-butylamino]-2,2,2-trifluoro-ethyl}- 
bipheTiyl-4-yl)-piperazine-l-carboxylic acid 
tert-butyl ester 


MS (+ESI): 588.2 [M+ir 


N* -(cyanomethyl)-N^-[2,2,2-trifluoro- 1 -(4 - 

piperazin-l-yH,r-biphenyl-4-yI)ethyl]-L- 

leucinamide 


MS (+ESI): 488.3 [M+1]'' 


N^-(cyanomethyl)-N^-(2,2,2-trinuoro-l-{4- 
[4-(2-hydroxYethyl)pipera2in- l-yl]-l , 1 - 
biphenyl-4-yl }ethyl)-L-leucinaniide 


MS (+APCI): 532.3 [M+l]-" 


N*-(cyanomethyl)-N^-(2.2,2-trifluoro-l-{4- 
[4-(2-hydrpxy-2-methylpropyl)piperazin- 1 - 
yl]-l , 1 -biphenyl-4-yI }ethyl)-L-leucinamide 


MS (+APCI): 559.9 [M+l]"^ 


N^-(cyanomethyl)-N^-(l-{4- 

[(dimethylamino)carbonyI]phenyl}-2,2,2- 

trifluoroethyl)-L-leucinamide 


MS (+ESI): 399.2 [M+l]* 


N^-(cyanomethyl)-N^-(l-{4- 

[(cyclopropylamino)carbonyl]phenyl}- 

2,2,2-trifluoroethyl)-L-leucinamide 


MS (+ESI): 411.2 [M+lf 


4- { 1 -[ 1 -(Cyanomethyl-carbamoyl)-3- 
inethyI-butylamino]-2,2,2-trifluoro-ethyl ) - 

benzoic acid 


MS (-ESI): 370.2 [M-l]' 


N'-(cyanomethyl)-N^-(2,2,2-trifluoro-l-{4- 

[4-(2-fluoroethyl)pipera2in-l-yl]-l,r- 
biphenyl-4-yl }ethyI)-L-leucinamide 


MS (+ESI): 534.3 [M+lf 


N*-(cyanomethyl>N^-(2,2,2-trifluoro-l-{4- 
[(4-methylpiperazin- 1 - 
yl)carbonyl]phenyl}ethyl)-L-leucinamide 


MS (+ESI): 454.3 [M+IJ* 


N^-(cyanomethyl>N^-[2,2,2-trifluoro-l-(4- 
{[4-(2-hydroxy-2-niethylpropyl)piperazin- 
l-yl]carbonyl } phenyl)ethyl]-L-Ieucinamide 


MS (+ESI): 512.3 [M+lf 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(2-methyM ,3-thiazol-4- 
yl)phenyl]ethyI }-L-leucinainide 


MS {+ESI): 425.1 [M+ir 
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N^-{l-[4-(3-tert-butyI-l,2,4-triazin-5- 

yl)phenyl]-2,2,2-trifluoroethyl}-N^- 

(cyanomethyl)-L-leucinaniide 


MS (+ESI): 463.2 [M+l]* 


N^-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4- 
{2-[3-(methylsulfonyl)phenyI]-l,3'thiazol- 
4-yl }pheiiyl)ethyl]-L-leucinamide 


MS (+ESI): 565.1 [M+l]"^ 


N'-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
1 _ { 4_[2-( 1 H-pyra2ol-4-yl)- 1 ,3-thiazol-4- 
yljphenyl }ethyl)-L-leucinainide 


MS (+ESI): 477.1 [M+l]"" 


N'-(cyanoinethyl)-N^-(2,2,2-trifluoro-l-{4- 
[4-(methylsulfonyl)piperazin- 1 -yl]-l , 1 - 
biphenyl-4-yl }ethyl>L-leucinainide 


MS (+ESI): 566.3 [M+1]* 


N2-[l-(3-bromophenyl)-2,2,2- 
inii uorociny I J -^cyanonicLnyi 
leucinamide 


MS (+ESI): 406.0, 408. 1 [M+1]* 


N*-(cyanomethyl)-N^-{2,2.2-trifluoro-l-[4- 
^^meinyiLnioj- 1 , i -Dipnenyio-yijeinyi ] 
leucinamide 


MS (+ESI): 450.1 [M+1]* 


N^-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(3- 
pynuin-*+-yipncriyi ^cinyi j -j-.-icucinaniiuc 


MS (+ESI): 405.1 [M+l]"^ 


N'-(cyanomethyl)-N^-[2,2.2-trifIuoro-l-(4'- 
piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)ethyl]-L- 
leucinamide 


MS (+ESI): 488.3 [M+IJ* 


N'-(cyanomethyl)-N^-{2,2,2-trifluoro-l-[4- 

(methylsulfonyl)-l,r-biphenyl-3-yl]ethyl}- 

L-leucinamide 


MS (+ESI): 482.2 (M+l^ 


N-(cyanomethyl)-l-((2,2,2-trifluoro-l- 

phenylethyl)ainino]cyclohexanecarboxamid 

e 


MS (-ESI): 337[M-1]- 


1 -{ [l-(4-bromophenyl)-2,2,2- 
trifluoroethyl] amino } -N- 
(cyanomethyOcyclohexanecarboxamide 


MS (+ESI): 418, 420 [M+1]* 
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N-(cyanomethyl)-l-{[2,2,2-trifluoro-l-(4- 
Dioerazin-l-vl-l 1 -biDhenvl-4- 
yl)ethyl]aniino}cyc!ohexanecarboxamide 


MS (+ESI): 500 [M+1]* 


N'-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4- 

ninpriHiTi-4-vlnhpnvnpthvll-T .-Ipiif iriiHTiirip 


MS(+ESI):411[M+1]* 


N'-(cyanomethyl)-N^-{2,2,2-trifluoro-l-[4- 
(4-pyridin-2-yIpiperazin-l- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+ESI): 489 [M+1]* 


N^-[l-(4-bromophenyl)-2,2,2- 

trifluoroethyl]-N^-(cyanomethyl)-3- 

cyclopropylalaninamide 


MS (+ESI): 404. 406 [M+1]* 


N*-(cyanomethyl)-3-cyclopropyl-N^-[2,2,2- 
trifluoro- 1 4-Dvridin-4- 
ylpheiiyl)ethyl]alaninamide 


MS (+ESI): 403 [M+1]* 


N^-(cyanomethyl)-N^-[2,2,2-trifluoro-l-(4- 

nvridin-4-vl- 1 1 -hinhpnvl-4.-vl^Pthvn-T.- 

leucinamide 


MS (+ESI): 481 [M+1]* 


N^-(cyanomethyl)-N^-[(lR)-2,2,2-trifluorD- 
1 1 , J-tniazol-2-yI)etnyl J-JL-Jeucinaimde 


MS (+ESI): 335 [M+1]* 


N^-(cyanomethyI)-N^-[(lS)-2,2,2-trifluoro- 
l-f4 -methoxv-1 1 -biohenvl-4-vnedivn-L- 
leucinamide 


MS (+ESI): 434 [M+1]* 


N*-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

1 -^4-.fnl*thrtY'v^^hpn\/1^^»t^^\/ll_T _l^ii<^iTH>nniH^ 


MS (+ESI): 358 [M+1]* 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -(4 -pyridin-4-yl- 1 , 1 -biphenyl-4-yl)ethyl]- 
L-leucinamide 


MS (+ESD: 481 [M+1]* 


N'-{cyanomethyI)-N^-[(lS)-2,2,2-trifluoro- 
l-(4-phenoxyphenyl)ethyl]-Lrleucinainide 


MS i+EST): 420 [M+1]* 
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N2.[(lS)-l-(4'-bromo-l,r-biphenyl-4-yl)- 
2,2,2-trifluoroethyl]-N^-(cyanomethyl)-L- 
leucinamide 


MS (+ESI): 482, 484 [M+l]"- 


N^-{ (lSM.[4-(4-chloropyriciin-3- 

yl)phenyl]-2,2,2-trifluoroethyl}-N^- 

(cyanomethyl)-L-leucinamide 


MS (+ESI): 439 [M+1]* 


N^-{(lS)-l-[4Macetylamino>2-methyI- 

l,l-biphenyl-4-yl]-2,2,2-trifluoroethyl}-N^- 

(cyanomethyl)-L-leucinamide 


MS (+ESI): 475 [M+1]'' 


N2-[(lS)-l.(l,l-biphenyl-4-yl)-2,2.2- 

trifluoroethyl]-N'-(cyanomethyl)-I^ 

leucinamide 


MS (+ESI): 404 


-(cyanomethyl)-N^-{ (1 S)-2.2,2-trifluoiX)- 
l-[4-(6-methoxypyridin-3-yl)phenyl]ethyl}- 
L-leucinamide 


MS (+ESI): 435 [M+lf 


N^-(cyanomethyI)-N^-{(lS)-2,2,2-trifluoro- 
1 - [4-(6-methoxypyridin-2-yl)phenyI]ethyl } - 
L-leucinamide 


MS (+ESI): 435 [M+l]* 


-(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 
1 -[4''-(methylsulf onyl)- 1 , r:4M "-terphenyl- 
4-yl]ethyl } -L-leucinamide 


MS (+ESI): 558 [M+1]* 


N^-[l-(4-bromophenyl)-2,2,2- 

trifluoroethyl]-N'-(cyanomethyl)-3-(l- 

methylcyclopropyl)alaninamide 


MS (+ESI): 418, 420 [M+l]"" 


-(cyanomethyl)-3-( 1 -methylcyclopropyl)- 
N^- { 2,2,2-trifIuoro- 1 -[4Hmethylsulfonyl)- 
1 , 1 -biphenyl-4-yl]ethyl } alaninamide 


MS (+ESI): 494 [M+1)* 


N^-(cyanomethyl)-3-( 1 -methylcyclopropyl)- 
N^-{2,2,2.trifluoro-l-[4Hmethylthio)-l,l- 
biphenyl-4-yl]ethyl } alaninamide 


MS (+ESI): 462 [M+1]^ 


N^-(cyanomethyl)-N^-[(lS)-2.2,2-trifluoro- 

l-(4-methyl-l,r-biphenyl^-yl)ethyl]-L- 

leucinamide 


MS (+ESI): 418 [M+1]* 
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N^-[(lS)-l-(4'.acetyl-l,r-biphenyI-4.yl)- 

2,2,2-trifluoroethyl]-N*-(cyanoinethyl)-L- 

leucinamide 


MS (+ESI): 446 [M+lf 


N' -(cyanomethyl)-N^- { (1 S)-2,2,2-trifluoro- 
1 -[4 -(hydroxymethyl)- 1 , 1 -biphenyl-4- 
yljethyl }-L-leucinamide 


MS (+ESI): 434 [M+lT 


N*-(cyanomethyl)-N^-{(lR)-2,2,2-trifluoro- 
l-[4-(l-oxidopyridin-4-yl)phenyl]ethyl}-L- 
leucinamide 


MS (+ESI): 421.4 [M+1]* 


-(cyanomethyl)-N^-{ 2,2.2-trifluoro-l-[4- 
(l-oxidopyridin-4-yl)phenyl]ethyl}-L- 
leucinamide 


MS (+ESI): 421.4 [M+lf 


N'-(cyanomethyl)-N^-(2,2,2-trifluoro-l-{4- 
[6-(l-hydroxy- l-methylethyl)-l- 
oxidopyridin-3-yl]phenyl }ethyl)-I^ 
leucinamide 


MS (+ESI): 479.3 [M+1]* 


N^-(cyanomethyl)-N^-(2,2,2^trifluoro-l-{4- 
[6-(methylsulfonyl)pyridin-3- 
yl]phenyl }ethyl)-L-Ieucinamide 


MS (+ESI): 483.2 [M+1]^ 


N^-(cyanomethyl)-N^-(2,2,2-trifluoro-l-{4- 

r^-r^-mf^thvlninpmTiii-l '^-fHifl7nl-4.- 

yl]phenyl } ethyO-L-leucinamide 


MS (+ESI): 509.2 [M+1]* 


N^-[l-(4-bromophenyl)-2.2,2- 

trifliioroeth vll-N^-^ 1 -cvanocvclonronvl VT ^ 
leucinamide 


MS (+ESD: 434.2 [M+1]*, MS (+ESI): 
432 0 rM+ll* 


N'-(cyanomethyl)-N^-[2^,2-trifluoro-l-(4- 
piperazin-l-ylpheny])ethy]]-L-leucinainide 


MS (+ESI): 412.2 [M+1]* 


N^-{ l-[3 -(acetylamino)-!,! -biphenyl-4-yl]- 

2,2,2-trifluoroethyl}-N'-(cyanomethyl)-L- 

leucinamide 


MS (+ESI): 461.2 {M+lT 


N' -(cyanomethyl)-N^- { 2,2,2-trifluoro- 1-[4- 
(4-propylpiperazin- 1 -yl)phenyl]ethyl } -L- 
leucinamide 


MS (+ESI): 454.3 [M+1]* 
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N*-(cyanomethyl)-N^-{2,2,2-trifluoro-l'[4- 
(piperazin- 1 -ylcarbonyl)phenyl]ethyl }-L- 
leucinamide 


MS (+ESI): 440.2 [M+l]* 


N^-(cyanoinethyl)-N^-[2,2,2-trifluoro-l-(4- 
{ [4-(2-hydroxyethyl)piperazin-l- 
yl]carbonyl}phenyl)ethyl]-L-leucinamide 


MS (+ESI): 484.3 [M+l]^ 


N^-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -(4- { 3-[3-(trifluoromethyl)phenyl]- 1 ,2,4- 
oxadiazol-S-yl }phenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 540.1 [M+lf 


4-{ l-[l-(Cyanoinelhyl-carbamoyl)-3- 
methyl-butylaminol-2,2,2-trifluoro-ethyl } - 
benzoic acid methyl ester 


MS (+ESI): 386.2 [M+1]* 


N^-(cyanoniethyl)-N^-((lS)-2,2,2-trifluoro- 

l«{4-[(E)-2-quinolin-2- 

ylethenyl]phenyl}ethyl)-L-leucinamide 


MS (+ESI): 481.3 [M+lf 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(3-methyl-l,2,4-oxadiazol-5- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+ESI): 553.3 [M+l]"- 


NM(lS)-l-{4-[3-(5-bromopyridin-3-yl)- 
1 ,2,4-oxadiazol-5-yl]phenyl ) -2,2,2- 
trifluoroethyl)-N' -(cyanomethyl)-L- 
leucinamide 


MS (+ESI): 553.3 [M+l]\ MS (+ESI): 
551.1 [M+1]* 


N^-[(lS)-l-(4-benzoylphenyl)-2,2,2- 
trifluoroethyl]-N'-(cyanomethyl)-L- 
leucinamide 


MS (+ESI): 432.3 [M+l]* 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 

l-[4-(thien-2-ylcarbonyl)phenyl]ethyl}-L- 

leucinamide 


MS (+ESI): 438.3 [M-hI]* 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trinuoro- 
l-[4-(1.3-thiazol-2- 

ylcarbonyl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 439.2 [M+1]* 
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N*-fcvanomethvlVN^-rflSV2 2 2-trifluoro- 
l-(4-{(Z)-2-[4- 

(methylsulfonyl)phenyl]ethenyl}phenyl)eth 

y 1 J - j-f ~ 1 e u c 1 n anil uc 


MS (+ESD- 508.2 rM+ll* 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trinuoro- 
l-(4-{(E)-2-[4- 

^niciny isuironyi ^pnenyijeinenyi ] pneiiyi jciii 
yl]-L-leucinamide 


MS (+ESI): 508.2 [M+l]"" 


N*-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -^*r-isoDUiyryipncnyi ycuiyi j^j««-icucinaiuiup 


MS (+ESI): 398.2 [M+1]* 


N2-{(lS)-l-[4-(4-bromo-l,3-thiazol-2- 

yl)phenyl]-2,2,2-trifluoroethyl}-N'- 

(cyanomethyl)-L-leucinamide 


MS (+ESI): 491.1 [M+l]*, MS (+ESI): 
489.0 [M+1]* 


N'-(cyanomethyl)-N^-[(lS)-l-(4- 

cyanophenyl)-2,2,2-trifluoroethyl]-L- 

leucinamide 


MS (+ESI): 353.2 pvl+1]* 


N*-(cyanoinethyl)-N^-[(lS)-l-(4- 

ethynylphenyl)-2,2,2-trifluoroethyl]-L- 

leucinamide 


MS (+ESI): 352.1 [M+l^ 


N'-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro- 

l-(2-fluoro-l,l-biphenyl-4-yl)ethyl]-L- 

leucinamide 


MS (+ESI): 422.3 [M+l]* 


N^-(cyanoinethyl)-N^.{(lS)-2,2,2-trifluoro- 

l-[4-(l,3-thiazol-2-yl)phenyl]ethyl}-L- 

leucinamide 


MS (+ESI): 411.1 [M+lf 


-(cyanomethyl)-N^- { 2,2,2-trifluoro- 1-[4 - 
(methylthio)- 1 , 1 -biphenyl-4-yl]ethyl } -L- 
leucinamide 


MS (+ESI) : 450.2 (M+1]* 


-(cyanomethyl)-N^- { 2,2,2-trifluoro- 1-[4- 
(2-inethylquinolin-7-yl)phenyl]ethyl}-L- 
leucinamide 


MS (+ESI) : 469.2 [M+l]* 
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N*-(cyanomethyl)-N^-{2,2.2-trifluoro-l-[4- 
(lH-indol-5-yl)phenyI]ethyl }-L- 
leucinamide 


MS (+ESI): 443.2 [M+l]* 


N'-(cyanomethyl)-N^-{ l-[4'- 
fdimethvlaminoVl 1 '-biDhenvl-4-vl1-2.2,2- 
trifluoroethyl } -L-leucinamide 


MS (+ESI) : 447.2 [M+1]* 


N^-(cyanomethyl)-N^-[(lS)-l-(4- 

l \( cvanomethvnaminolcarbonvl ) ohen vl )- 

2,2,2-trifluoroethyl]-L-leucinamide 


MS (+APCI) : 410.2 [M+1]* 


N'-(cyanomethyl)-N^-[(lR)-l-(4. 

{ [(cyanomethyl)amino]carbonyl }phenyl)- 

2,2,2-trifluoroethyl]-L-leucinaniide 


MS (+APCD : 410.2 [M+l^ 


N*-(cyanoinethyl)-N^-{2,2,2-trifluoro«l-[3'- 
(methylsulfonyI)-l,l -biphenyl-4-yl]ethyl }- 
L-leucinamide 


MS (+APCI) : 482.1 [M+1]* 


4 - { l-[l-(CyaTiomethyl-carbamoyl)-3- 
methyl-butylamino]-2,2,2-trifluoro-ethyl)- 
biphenyl-4-carboxylic acid 


MS (+APCI) : 448.0 [M+IJ* 


4-1 1 -Fl -(^Cvanomethvl-carhamovl V3- 
methyl-butylamiTio]-2,2,2-trifluoro-ethyl } - 
biphenyl-4-carboxylic acid methoxy- 
methyl-amide 


MS (+APCD • 491 2 fM+ll* 


N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-({[4. 

(niethylsulfonyl)benzyl]thio}methyl)phenyl 
]ethyl }-L-leucinainide 


MS (+APCI) : 542.3 [M+1]* 


N^-{ (lS)-l-[4-(5-chloiopyridin-2- 
yl)phenyl]-2,2,2-trifluoroethyI }-N'- 
(cyanomethyl)-L-Ieucinamide 


MS (+APCI) : 439.1 [M+lf 


N^- { ( 1 S)- 1 -[3 '-(aminosulfonylH -bromo- 
1,1 -biphenyl-4-yl]-2,2,2-trifluoroethyl }-N'- 
(cyanomethyl)-L-leucinamide 


MS (+APCI) : 561.1 and 563.1 [M+1]* 
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N^-{(lS)-l-[4'-bromo-3'-(methyIsulfonyI)- 
l,l-biphenyN4-yl]-2,2,2-trifluoroethyl}-N'- 
(cyanometh yl )-L-leucinamide 


MS (+APCI) : 560.1 and 562.1 [M+1]* 


N * -(cyanomethyl)-N^-(( 1 S)-2,2,2-trifl uoro- 
l-{4-[5-methyl-6-(methylsulfonyl)pyridin- 
3-yl]phenyl }ethyl)-L-leucinainide 


MS C+ESU) : 497.2 [M+1]* 


N^-[(lS)-l-(4-{5-chloro-3-[4- 
(methylsulfonyl)phenyl]pyridin-2- 
yl }phenyl)-2,2,2-trifluoroethyl]-N*- 
(cyanomethyl)-L-leucinamide 


MS (+ESI) : 593.2 [M+1]* 


N'-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
1 - { 4-[(phenylthio)inethyl]phenyl ) ethyl)-!^ 
leucinamide 


MS (+APCI) : 450.0 [M+1]* 


-(cyanomethyI)-N^-(( 1 S)-2,2,2-trifluoro- 
1 - { 4 -[(trifluoroniethyl)sulf onyl]- 1,1- 
biphenyl-4-yl } ethyl)-L-leucinainide 


MS (+APCI) : 536.1 [M+1]* 


N'-(cyanomethyI>N^-[(lS)-2,2,2-trifluoro- 
l-(4-{[(4- 

fluorobenzoyl)ainino]methyl}phenyl)ethyl]- 
L-leucinamide 


MS (+APa) : 479.1 [M+1]* 


N ' -(cyanoinethyl)-N^- { (1 S)-2,2,2-trifluoro- 

l-[4-(methylsulfonyl)phenyl]ethyl}-I^ 

leucinamide 


MS (+APCI) : 406.1 [M+1]* 


N'-(l-cyanocycIopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(methylsulfonyl)-l,l- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+APC3) : 508.2 {M+lY" 


N'-(cyanomethyl)-N^-{(lS)-l-[4'- 
(ethylsulfonyl)- 1 ,1 '-biphenyl-4-yl]-2,2^- 
trifluoroethyl }-L-Ieucinamide 


MS (+APCI) : 496.1 [M+1]* 


N^-((lS)-l-{4-[({ [3-(2-chloro-6- 
fluorophenyl)-5-methylisoxazol-4- 
yl]carbonyl }amino)methyl]phenyl } -2,2,2- 
trifluoroethyl)-N ' -(cyanomethyO-L- 
leucinamide 


MS (+APCI) : 594.4 [M+l]* 
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N^-((lS)-l-{4-[(9-chloro-3-methyl.4- 
oxoisoxazolo[4,3-c]quinolin-5(4H)- 
yl)methyl]phenyl}-2,2,2-trifluoroethyl)-N*- 
(cyanomethyl)-L-leucinamide 


MS (+APCD : 574.3 [M+1]* 


N * -(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 
1 -[4 -methoxy-3 -(methylsulfonyl)- 1,1- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+APCI) : 512.2 [M+1]^ 


N^-{(lS)-l-[4"-chloro-4'-(methylsulfonyl)- 
l,r:2',r-terphenyl-4-yl]-2,2,2- 
trifluoroethyl }-N^-(cyanoInethyl)-L- 
leucina^lide 


MS (+APCI) : 592.2 [M+1]* 


N*-(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 
1 -[2 -niethoxy-4 -(methylsulfonyl)- 1,1- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+APCD : 512.2 [M+1]* 


N2-{(iS)-l-[2'-chloro-4'-(methylsuIfonyl)- 
1 ,1 -biphenyl-4-yl]-2,2,2-trifluoroethyl }-N*- 
(cyanomethyl)-L-leucinamide 


MS (+APCI) : 516.3 and 518.2 [M+1]^ 


N^-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
l-{4'-[(2-hydroxyethyl)thio]-l,l-biphenyl- 
4-yl }ethyl)-L-leucinainide 


MS (-ESI): 478.1 [M-lf 


N^-(cyanomethyl)-N^-{(lS)-2.2,2-trifluoro- 
l-[3'-fluoro-4Hniethylsulfonyl)-l,r- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+APCI): 500.1 [M+l^ 


N*-(cyanomethyl)-N^-((lS)-2,2,2-trifluoro- 
l-{4'-[(2-hydroxyethyl)sulfonyl]-l,r- 
biphenyl-4-yl }ethyl)-L-leucinamide 


MS (+APCI) : 512.3 [M+ir 


N'-(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 
l-[3 -(methylsulfonyl)- 1 , 1 -biphenyl-4- 
yljethyl } -L-leucinamide 


MS (+APCI) : 482.1 [M+1]* 


-(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 
l-[4-({2-[methoxy(methyl)amino]-2- 
oxoethyl } sulfonyl)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-leucinamide 


MS (+APCI) : 569.3 [M+l]'' 
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N'-(cyanomethyl)-N^-((lS)-2.2,2-trinuoro- 

l-{4'-[(2-hydroxy-2- 
methylpropyl)sulfonyl]- 1 , 1 '-biphenyl-4- 
yl }ethyl)-L-leucinamide 


MS (+APCI) : 540.2 [M+1]* 


N^-{(lS)-l-[4Maminosulfonyl)-l,r- 

biphenyl-4-yl]-2,2,2-trifluoroethyl}-N*-(l- 

cyanocyclopropyl)-L-leucinamide 


MS (+APCI) : 506.2 [M+1]^ 


N^-{ (4-bromophenyl)[4- 
(methylsuIfonyl)phenyl]methyl } -N* - 
(cyanomethyl)-L-leucinamide 


MS (+ESI): 492 A 494.0 [M+l]" 


N*-(cyanomethyl)-N^-{ [4- 
(methylsulfonyl)phenyl][4-(inethylthio)- 

1 1 -hinhpnv1-^l->vllTnpfhv1 l-T v-lpitrinfuniHp 


MS (-ESI): 534.2 [M-l]" 


N'-(cyanomethyl)-N^-{[4-(methylsulfonyl)- 
l,l'-biphenyl-4-yl][4- 
(metnylsulionyi)pnenyi]metnyl}-L- 
leucinamide 


MS (+ESD: 568.2 [M+1]* 


N*-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2- 
trifluoro- 1 -(4-methylphenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 368.4 [M+1]^ 


N*-(l-cyanocyclopropyl)-N^- { (lS)-2,2,2- 
trifluoro-l-[4-(lH-pyra2ol-3- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+APCI): 420.1 [M+lf 


N^-(l-cyanocyclopropyl)-N^- { (lS)-2,2,2- 
trifIuoro-l-[4-(2-methyl-l ,3-oxazol-4- 
yl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 435.4 [M+1]^ 


N'-(cyanoinethyl)-N^-[(lS)-2,2,2-trifluoro- 
1 -(4-pyrazin-2-ylphenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 406.2 [M+l]'' 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(2-methylpyridin-4-yl)phenyl]ethyl}-L- 
leucinamide 


MS (+ESI): 419.2 [M+lf 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(4-methylpyridin-3-yl)phenyl]ethyl } -L- 
leucinamide 


MS (+ESI): 419.2 [M+lf 
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N^-(l-cyanocyclopropyl)-N'-{(lS)-2,2,2- 
trifluoro-l-[4-(lH-pyrazol-4- 
yl)phenyl]ethyl }-L-leucinamide 


MS(+APCI):420.! [M+1]^ 


N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2- 
trifluoro-l-(4-pyridin-4-ylphenyI)ethyl]-L- 
leucinamide 


MS(+ESI):43!.! [M+!]* 


N^-[(lS)-l-(3'-acetyM,r-biphenyl-4-yl)- 
2,2.2-trifluoroethyl]-N^-(l- 
cyanocyclopropyl)-Lrleucinamide 


MS (+ESI): 472.2 [M+!r 


N*-(l-cyanocyclopropyl)-N'-[(lS)-2,2,2- 
trifluoro-l-(3 -fluoro-4 -methyl-!,! - 
biphenyl-4-yl)ethyI]-L-leucinamide 


MS (+ESI): 462.1 [M+!]* 


N*-(l-cyanocyclopropyl)-NM(lS)-2,2,2- 

trifluoro-l - { 5-[4-( 1 -hydroxy-1- 
methylethyl)phenyl]pyridin-2-yl}ethyl)-L- 
leucinamide 


MS (+ESD: 489.6 [M+lf 


N'-(cyanomethyl)-N'-{(lS)-2,233,3- 
pentafluoro- ! -[4 '-(1 -hydroxy- ! - 
methylethyl)-! ,1 -biphenyl-4-yl]propyl }-L- 
leucinamide 


MS (+ESI): 5!2.2 [M+!f 


N*-(!-cyanocyclopropyl)-N^-[(lS)-2,2,3,3,3- 
pentafluoro- ! -(4 -methyl - 1 , ! -biphenyl-4- 
yl)propyl]-L-leucinamide 


MS (+ES1): 494.1 [M+lf 


N^(cyanomethyl)-N'-{(!S)-2,2,3,3,3- 
pentafluoro- l-[4-(6-methoxypyridin-3- 
yl)phenyl]propyl }-L-leucinamide 


MS (+ESI): 485.2 [M+!]-' 


N'-(cyanomethyl)-N'-[(lS)-2,2,3,3,3- 
pentafl uoro- ! -(2 -fluoro- ! , 1 -biphenyl-4- 
yl)propyl]-I^leucinamide 


MS (+ESr): 472,2 [M+!]* 


N*-(!-cyanocyclopropyl)-N^-{(!S)-2,2,2. 
trifluoro-!-[4-methoxy-3-(methylsulfonyl)- 
! , 1 -biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 538.1 [M+lf 


N^-{(!S)-!-[3-(aminosulfonylH-methoxy- 
l,!-biphenyl-4-yl]-2,2,2-trifluoroethyl}-N^- 
(! -cyanocyclopropyl)-L-leucinamide 


MS (+ESI): 539.! [M+!f 
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N*-(l-cyanocyclopropyl)-N^-{(lS)-2.2,2- 
trifluoro- 1 -[4-(6-methoxypyridin-3- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+APCI): 461.3 [M+1]* 


N*-(cyanomethyl)-N^-{ (lS)-2,2,3.3.3- 
pentafluoro- 1 - [4-(5-methylpyridin-2- 
yl)phenyl]propyI }-L-leucinainide 


MS (+ESI): 469.2 [M+l]+ 


N'-(l-cyanocyclopropyl>NM(lS)-2,2,2- 
trifluoro- 1« { 4-[5-(methylsulfonyl)pyridin-2- 
yljphenyl }ethyI)-L-leucinamide 


MS (+APCI): 509.2 [M+l]+ 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(5-inethylpyridin-2- 
yl)phenyl]ethyl } -L-Ieucinamide 


MS (+APCI): 446.1 [M+l]+ 


N*-(cyanomethyl)-4-fluoro-N'-{(lS)-2,2,2- 
trifluoro-l-[4-(methylsulfonyl)-l,l- 
biphenyl-4-yl]ethyI } -L-leucinamide 


MS (+ESI): 500.1 [M+1]* 


-( 1 -cyanocyclopropyl)-4-fluoro-N'^- { ( 1 S)- 
2,2,2-trifluoro- 1 -[4'-(methyIsuIfonyl)- 1 , r- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESD: 526.1 [M+lf 


-(1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)- 
2,2,2-trifluoro-l-[2-methyl-4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } - 
L-leucinamide 


MS (+ESI): 540.1 [M+l]* 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[5-(lH-pyrazol-3-yl)pyridin-2- 
yl]ethyl } -L-leucinamide 


MS (+APCI): 421.0 [M+lf 


N*-(l-cyanocycIopropyl)-N^-[(lS)-2,2,2- 
trifIuoro-l-(5-quinolin-5-ylpyridin-2- 
yl)ethyl]-L-leucinamide 


MS (+APCD: 482.3 [M+1]* 


N -(l-cyanocyclopropyi)-N -[(lS)-2,2,2- 
trifluoro- 1 -(5-quinolin-6-ylpyridin-2- 
yl)ethyI]-L-leucinaniide 


MS (+APCI): 482.3 [M+1] 


N'-(l-cyanocyclopropyl)-N'-{(lS)-2,2- 
difluoro-l-[4-(methylsuIfonyl)-l,l- 
biphenyl-4-yl]ethyl } -L-leucinamide 


1HNMR(CD3C0CD3)8 8.15 (IH, m). 8.0 

(2H, d), 7.95 (2H, d). 7.75 (2H, d), 7.55 
(2H, d), 6.1 (IH, dt), 4.0-4.1 (IH, m), 3.25- 
3.35 (IH, m), 3.15 (3H, s), 2.4-2.5 (IH, m), 
1.8-1.9 (IH, m), 1.4-1.55 (4H, m), 0.85- 
1.05 (8H, m). 
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N^-[(lS)-l-(4'-acetyl-i,r-biphenyl-4-yl)- 
2,2,3,3 ,3-pentafluoropropyl]-N'-(l- 
cyanocyclopropyl)-L-leucinamide 


MS (+ESI): 522.3 [M+1]* 


N'-[(lS)-l-(l,r.biphenyl-4-yl>2,2,2- 
trifluoroethyl]-N^ -(1 -cyanocyclopropyl)-L- 
leucinamide 


MS (+ESI): 430.2 [M+1]* 


N^-{(lS)-l-[4'-(aminosulfonyl)-l,l'- 
biphenyl-4-yl]-2,2,3,3,3-pentafluoropropyl}- 
N*-(l-cyanocyclopropyl)-L-leucinamide 


MS (-ESI): 557.2 [M-l]' 


N'-(l-cyanocyclopropyl>N^-{(lS)-l-[4-(l- 
ethoxyvinyl)phenyl]-2,2,2-trifluoroethyl } -L- 
leucinamide 


MS (-ESI): 422.2 [M-l]" 


N^- [(1 S)- 1 -(4-acetylphenyl)-2,2,2- 
trifluoroethyl]-N'-(l-cyanocyclopropyI)-L- 
leucinamide 


MS (+ESI): 396.0 [M+1]* 


N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2- 
trifluoro-l-(4-isopropylphenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 396.2 [M+1]* 


N'-(l-cyanocyclopropyI)-N''-[(lS)-2,2.2- 
trifluoro-l-phenylethyl]-L-Ieucinaniide 


MS (+ESI): 354.0 [M+1]* 


N '-(l-cyanocyclopropyl)-N''- { (lS)-2,2,2- 

trifluoro-l-[4-(l-hydroxy-l- 
inethyIethyl)phenyl]ethyl)-L-leucinamide 


MS (+ESI): 434.3 [M+Naf 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(l- 
methylcyclopropyl)phenyl]ethyl } -L- 
leucinamide 


MS (+ESI): 408.2 [M+1]* 


N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2- 
trifluoro-l-(2',4'.6-trimethyl-l,l-biphenyl- 
4-yl)ethyl]-L-leucina]iude 


MS (+ESI): 472.2 [M+1]* 


N'-[(lS)-l-(6-chloropyridin-3-yl)-2,2,2- 
trifluoroethylJ-N' -(1 -cyanocycIopropyl)-L- 
leucinamide 


MS (+ESr): 389.3 [M+l]* 
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N''-{(lS)-l-[5-(4-acetylphenyl)pyridin-2- 
yl]-2,2,2-trifluoroethyl } -N'-(1- 
cyanocyclopropyl)-L-Ieucinamide 


MS (+ESI): 473.2 (M+1]* 


N''-{(lS)-l-[6-(4-acetylphenyl)pyridin-3- 
yl]-2,2,2-trifluoroethyl }-N*-(l- 
cyanocyclopropyl)-L-leucinamide 


MS (+ESI): 473.2 [M+1]* 


N'-{(lS)-l-[5-(3-acetylphenyl)pyridin-2- 
yl]-2,2,2-trinuoroethyl }-N'-(1- 
cyanocyclopropyI)-L-leucinainide 


MS (+ESI): 473.4 [M+1]* 


N'-(l-cyanocyclopropyl)-N''-((lS)-2,2,2- 

trifluoro-l-{5-[4-(l- 
hydroxyethyl)phenyl]pyridin-2-yl}ethyI)-L- 
leucinamide 


MS (+ESI): 475.5 [M+l]* 


N'-l(lS)-l-(l.l-biphenyl-4-yl)-2,2,3,3,3- 
pentafluoropropyl]-N'-(cyanomethyl)-I^ 

leucinamide 


MS (-ESI): 452.2 [M-1]" 


N^-[( IS)- 1 -(4'-acetyM ,1 -biphenyl-4-yl)- 
2,2,3 ,3,3-pentafluoropropyl]-N'- 
(cyanoinethyl)-L-leucinainide 


MS (+ESI): 495.83 [M+1]* 


N^-[(lS)-l-(l,l'-biphenyl-4-yl)-2,2,3,3,3- 
pentafIuoropropyl]-N'-(l- 
cyanocyclopropyO-L-leucinamide 


MS (+ESI): 479.8 [M+l]* 


NMl-benzyl-2,2,2-trifluoroethyl)-N'-(l- 
cyanocyclopropyl)-L-]eucinainide 


MS (-APCI): 366.1 [M-1]- 


N^-[(lS)-l-(4-tert-butylphenyI)-2,2,2- 
trifluoroethyl]-N'-(l-cyanocyclopropyl)-L- 
leucinamide 


MS (+APCI): 410.2 [M+lf 


N''-[(lS)-l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N'-(cyanomethyl)-4-methyl- 
L-leucinamide 


MS (+APCI): 420.2 [M+lf 


N''-[(lS)-l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N ' -( 1 -cyanocyclopropyl)-4- 
methyl-L-leucinamide 


MS (+APCI): 446.1 [M+l]* 
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N'-(l-cyanocyclopropyl)-N^-((lS>2,2,2- 
trifluoro-1 -{ 4.[2-(lH-pyrazol-4-yl)-l ,3- 
thiazol-4-yI]phenyl}ethyI)-L-leucinamide 


MS (+APCI): 503.2 [M+1]* 


N'-(l-cyanocyclopropyl)-N'-{(lS>2,2,2- 
trifluoro- 1 -[4-(2-methyl- 1 ,3-thia2ol -4- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+ESI): 45L2 [M+l]* 


N * -( 1 K:yanocyclopropyl)-N^- { ( 1 S)-2,2,2- 
trifluoro- 1 -[4-(2-methylpyridin-4- 
yl)phenyl]ethyl } -L-leacinamide 


MS (+ESI): 445.2 [M-i-1]* 


N'.(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- l-[4-(2-niethylpyridin-3- 
yl)phenyl]ethyl }-L-leucinainide 


MS (+ESI): 445.1 [M-Hr 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(6-methyIpyridin-2- 
yl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 445.2 [M+1]* 


N^-[( IS)- 1 -(3 '-acetyl- 1 , 1 '-biphenyl-4-yl)- 

2,2,2-trifluoroethyl]-N'-(l- 
cyanocyclopropy])-4-fIuoro-L-leucinamide 


MS (+ESI): 490.3 [M+1]* 


N ' -(1 -cyanocyclopropyl)-4-fluoro-N''- { ( 1 S)- 
2,2,2-trifluoro-l-[4-(lH-pyrazol-3- 
yl)phenyl]ethyl }-L-leucinainide 


MS (+ESI): 438.3 [M-H]* 


N'-[(lS)-l-cyanoethyl]-N^-{(lS)-2,2,2- 
trifluoro-1 -[4 -(methylsulfonyl)-l , 1 - 
biphenyI-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 496.3 [M+l]* 


N'-[(lS)-l-cyano-3-(inethylthio)propyl]-N^- 
{(lS)-2,2,2-trinuoro-l-[4'-(methylsulfonyl)- 
1 , 1 '-biphenyI-4-yi]ethyl }-L-leucinainide 


MS (+ESI): 556.3 [M+lf 


N'-[(lS)-l-cyano-3- 
(methylsulfonyl)propyl]-N2-{(lS)-2,2,2- 
trifluoro-1 -(4 -(methylsulfonyl)-l , 1 - 
biphenyI-4-yI]ethyl } -L-leucinamide 


MS (+ESI): 588.2 [M+1]* 


N^-[(lS)-l-(4-bromophenyl)-2,2,3,3,3- 
pentafluoropropyl]-N' -( 1 - 
cyanocyclopropyl)-L-leucinamide 


MS (+ESI): 482, 484 [M+l]"^ 
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N'-(cyanomethyl)-N^-{(lS)-2,2,3,3,3- 
pcntafluoro- 1 -[4-(6-Incthoxypyridin-2- 
yl)phenyl]p^opyl }-L-leucinamide 


MS (+ESI): 485 [M+1]* 


N^-[(lS)-l-(5-bromopyridin-2-yl)-2,2,2- 
tri fluoFoeth vl 1 -N ' -f c vanometh vl VL- 
leucinamide 


MS (+ESI): 407, 409 [M+1]* 


N ' -(cyanoTnethyl)-N^-(( 1 S)-2,2,2-trifluoro- 
1- { 5-[4-(mcthylsulfonyl)phenyl]pyridiii-2- 
yl } ethyl)-L-leucinamide 


MS(+ESI):483 [M+lf 


N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- 1 - [4 -( 1 -hydroxy- 1 -methylethyl)- 
1 , 1 -biphenyl-4-yl]ethyl ) -L-leucinamide 


MS (+ESI): 488 [M+1]* 


N*-(cyanomethyI)-N^-[(lS)-2.2,2-trifluoro- 
l-(6-methyl-3,3-bipyridin-6-yl)ethyl]-L- 
leucinatnide 


MS (+ESI): 420 [M+1]* 


N'"(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifl uoro- 1 - [4-(6-inethoxypyridin-2- 
yl)phenyl]ethyl } -L-leucinamide 


MS(+ES1):461 [M+l]* 


]Sf'-(cyanoniethyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4-(6-oxo-l,6-dihydropyridiii-2- 
yl)phenyl]ethyl } -L-leucinamide 


MS(+ESI):421 [M+1]* 


(4S)-N'-(cyanomethyl)-5,5,5-trifluoro-N^- 
{(lS)-2,2,2-trifluoro-l-[4-(mediylsulfonyI)- 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 536 [M+1]* 


(4S)-N^-(l-cyanocyclopropyl)-5,5,5- 
trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
(metnylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyI } - 
Heucinamide 


MS (+ESI): 562 [M+l]-" 


(4S)-N'-(cyanomethyl)-5,5,5-trifluoro-N^- 
{ (lS>2,2,2-trifluoro-l-[4'-(methylthio)-l,l 
biphenyl-4-yI]ethyI } -L-Ieucinamide 


MS (+ESI): 504 [M+1]* 


(4S)-N' -(1 -cyanocyclopropyO-S.S.S- 
trifluoro-N^- { ( lS)-2,2,2-trifluoro-l -[4'- 
(methylthio)- 1 , 1 -biphenyl-4-yl]ethyl } -L- 
leucinamide 


MS (+ESI): 530 [M+1]* 
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(4S)-N'-[(lS)-l-(4-bromophenyl)-2,2,2- 
trifl uoroethyl] -N ' -(cyanornethyl)-5 ,5 ,5 - 
trifluoro-L-leucinamide 


MS (+ESD: 460, 462 [M+1]^ 


(4S)-N'-[(lS)-l-(4-bromophenyl)-2,2.2- 
trifluoroeth vll -N * -( 1 -c vanoc vclooroovl V 
5,5,5-trifluoro-L-leuciiiamide 


MS(+ESI):486,488 [M+l]* 


N'-{(lS)-l-[4-(6-aminopyridin-3- 
vl)Dhenvn-2 2 2-trifluoroethvU-N*- 
(cyanomethyl)-L-Ieucinamide 


MS (+ESI): 420 [M+1]* 


N^-[(lS)-l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N*-( 1 -cyanocyclopropyl)-4- 
fluoro-L-leucinamide 


MS(+ESI):450,452 [M+l]^ 


N'-CcyanomethyO-N-'-f (lS)-2,2,3,33- 
pentafluoro-l-[4-(6-methylpyridin-3- 
yl)phenyl]propyl }-L-leucinamide 


MS (+ESI): 468.8 [M+l^ 


N * -( 1 -cyanocyclopropyl)-N^- { ( 1 S)- 
2,2,3»3>3*p6ntafluoro- 1 -[4-(6-methylpyridin- 
3-yl)phenyl]propyl }-L-leucinaniide 


MS (+ESI): 494.8 [M+1]^ 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2.2- 
trifluoro- 1 - [4-(6-inethylpyridin-3- 
yl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 445.0 [M+1]^ 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -[4 -( 1 -hydroxyethyl)- 1 , 1 -biphenyM- 
yljelhyl } -L-leucinamide 


MS (+ESI): 447,8 [M+lf 


N'-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro- 
1 -[4 -(2,2,2-trifluoro- 1 -hydroxyethyl)- 1,1'- 
biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 501.8 [M+1]* 


N'-(l-cyanocyclopropyl)-N^-{(lS)- 
2,2,3,33-pentafluoro-l-[4-(niethylthio)- 
1 , 1 -biphenyM-yl]propyl } -L-leucinamide 


MS (+ESI): 526.1 [M+lf 


-( 1 -cyanocyclopropyl)-N^- { (1 S)- 
2,2,3,3,3-pentafluoro-l-[4-(l-hydroxy^l- 
methylethyl)-! , 1 -biphenyl-4-yl]propyl } -L- 
leucinamide 


MS (+ESI): 538.3 [M+l^ 
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N ' -( 1 -cyanocyclopropyl)-N^- { ( 1 S)- 
2,2,3 ,3,3-pentafluoro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]propyl } - 
L-leucinamide 


MS (+ESI): 558.2 [M+l]"^ 


(4R)-N*-(cyanomethyl)-5,5,5-trifluoro-N'^- 
{(lS)-2,2,2-trifluoro-l-[4-(methyIsulfonyl)' 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+ESI): 536.1 [M+lf 


(4R)-N*-(l-cyanocyclopropyl)-5,5,5- 
trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl3ethyl } - 
L-leucinamide 


MS (+ESI): 562.1 [M+l]* 


N*-(cyanomethyl)-N'-[(lS)-2,2,3,3,3- 
pentafluoro-l-(4-methyl-l,l -biphenyl-4- 
yl)propyl]-L-leucinamide 


MS (+ESI): 468.2 [M+1]* 


N'-(cyanomethyl)-N'-{(lS)-2,2,3,3,3- 
pentafluoro- 1 -[4-( 1 ,3-thiazol-2- 
yl)phenyI]propyl }-L-leucinamide 


MS (+ESI): 461.0 [M+1]* 


N*-(l-cyanocycIopropyl)-N^-[(lS)-l-(4- 

ethynylphenyl)-2,2,3,3,3- 
pentafluoropropyl]-L-leucinamide 


MS (+ESI): 428.1 [M+lf 


N'-(cyanomethyl)-N'-{(lS)-l-[4- 
(cyclopropylethynyl)phenyl]-2,2,2- 
trifluoroethyl } -l-leucinamide 


MS (+ESI): 392.3 [M+1]* 


N'-(l-cyanocyclopropyl)-N'-{(lS)-l-[4- 
(cyclopropylethynyl)phenyl]-2,2,2- 
trifluoroethyl }-L-Ieucinainide 


MS (+ESI): 418.3 [M+1]* 


N'-(cyanomethyl)-N'=-{(lS)-2,2,2-trifluoro- 
l-[4-(5-methyl-l,3-thiazol-2- 
yl)phenyl]ethyl ) -L-leucinamide 


MS (+ESI): 425.3 [M+1]* 


N'-(l-cyanocycIopropyl)-N''-{(lS)-2,2,2- 
trifluoro-l-[4-(l,3-thiazol-2- 
yl)pheny1]ethyl } -L-leucinamide 


MS (-hESI): 437.1 [M+lf 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(5-methyl-l,3-thiazol-2- 
yl)phenyl]ethyl }-L-leucinamide 


MS (+ESI): 451.2 [M+l]"" 
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N ' -( 1 -cyanocyclopropyO-N'- { ( 1 S)- 1 -[4- 
(cyclopropylethynyl)phenyll-2,2,3,3,3- 
pentafluoropropyl }-LrIeucinamide 


MS (+ESD: 468.2 [M+1]^ 


N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- 1 -[4-.(4-niethyl- 1 ,3-thiazol-2- 
yl)phenyl]ethyl } -L-leucinamide 


MS(+ESI): 45L2[M+ir 


N'-(cyanomethyl)-N^- { (lS)-2,2,2-trifluoro- 
l-[4-(4-methyl-l,3-thiazol-2- 
yl)phenyl]ethyl } -L-leucinamide 


MS (+ESI): 425.3 [M+1]* 


N'-(cyanomethyl)-N'-{(lS)-l-[4-(4,5- 
dimethyl-l,3-thiazol-2-yl)phenyl]-2,2.2- 
trifluoroethyl } -L-leucinamide 


MS (+ESI): 439.3 [M+1]* 


N*-(l-cyanocyclopropyl)-N'-{(lS)-l-[4*- 
(ethylsulfonyl>l,r-biphenyl-4-yl]-2,2,2- 
trifluoroethyl } -4-fluoro-L-leucinamide 


MS (+ESI): 540.1 [M+lf 


N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)- 
2,2,2-trifluoro-l-(4-pyridin-3- 
ylphenyl)ethyl]-L-leucinamide 


MS (+ESI): 449.2 [M+lf 


N^-( 1 -cyanocyclopropyl)-4-fluoro-N'^- { ( 1 S)- 

2,2,2-trifluoro-l -[4 -methoxy-3 - 
(methylsulfonyl)-l , 1 -biphenyM-ylJethyl } - 
L-leucinamide 


MS (+ESr): 556.3 [M+lf 


N'-[(lS)-l-(4-bromophenyl)-2,2,2- 
trifluoroethyl]-N' -(cyanomethyl)-L- 
alaninamide 


MS (+APCI): 363.8, 365.8 [M+l]* 


N'-{(lS)-l-[4'-(aminosuIfonyl)^l,r- 
biphenyl-4-yl]-2,2,3,3,3-pentafluoropropyl } - 
-(cyanomethyl)-L-leucinamide 


MS (+APCI): 533.2 [M+1]^ 


N'-(cyanomethyl)-NM(lS)-2,2,3,3,3- 

pentafluoro- 1 - { 4 -[(2-hydroxy-2- 
methy]propyl)sulfonyl]-l, 1 -biphenyl-4- 
yl }propyl)-L-leucinamide 


MS (+APCD: 590.4 [M+ir 


N*-(cyanometiiyl)-N^-{(lS)-2,2,2-trifluoro- 
l-[4 -(methylsulfonyl)-l ,1 -biphenyl-4- 
yljethyl } -L-alaninamide 


MS (+APCD: 440.1 [M+IJ* 
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N*-(cyanomethyl)-N'-{(lS>2,2,3,3,3- 
pentafluoro-l-[4 -(isopropylsulfonyl)-l , 1 - 
biphenyM-yl]propyl }-L-leucinamide 


MS (+APCI): 560.2 [M+l]* 


N'-(l-cyano-l-inethyIethyl)-N^-{(lS)-2,2,2- 
trifluoro- 1 - [4 -(methylsulfonyl)- 1,1- 
biphenyl-4-yl]ethyl}-L-leucinamide 


MS (+APCI): 510.2 [M+1]* 


N*-(l-cyanocyclopropyl)-N^-((lS)-2.2,2- 

trifluoro-l-{4-[(2-hydroxy-2- 
methylpropyOsulfonyl]- 1 , 1 -biphenyl-4- 
yl }ethyl)-L-Ieucinaniide 


MS (+APCI): 566.4 [M+lf 


N ' -(1 -cyanocyclopropyO-N^- { ( lS)-2,2,2- 
trifluoro-l-[2-methyl-4-(methylsulfonyl)- 
1 , 1 -biphenyl-4-yl]ethyl ) -L-leucinamide 


MS (+APCI): 522.3 [M+lf 


N'-(l-cyanocyclopropyl)-N'-{(lS)-l-[4'- 
(ethyIsulfonyl)-l,l-biphenyl-4-yl]-2,2,2- 
trifluoroethyl }-L-leucinamide 


MS (+APCI): 522.3 [M+lf 


N^- { ( 1 S)- 1--[4 -(aminosulfonyO-l , 1 - 

biphenyl-4-yl]-2,2,2-trifluoroethyl}-N'-(l- 
cyanocyclopropyl)-4-fluoro-L-leucinamide 


MS (+APCI): 527.3 [M+1]* 


N*-(cyanomethyl)-N^-{{S)-[4'- 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl] [4- 
(trifluoromethoxy)phenyl]methyl}-L- 
leucinamide 


MS (-ESI): 572.2 [M-1]- and 573.3 


N'-(cyanomethyl)-N''-[(S)-[4'- 
(methylsulfonyl)-l,r-biphenyl-4-yl](thien- 
2-yl)methyl]-L-leucinamide 


'HNMR (d6-dmso): 5 8.7 (m, 2H), 7.52 (d, 
2H), 7.50 (d, 2H), 7.39 (d, 2H), 7.38 (m, 
IH), 7.03 (2H, d), 6.98 (d, IH), 6.92 (dd, 
IH), 4.90 (IH, s), 4.15 (m, 2H). 3.30 (8H, 
m), 3.23 (IH. m), 2.65 (IH. d), 1.80 (IH, 
m), 1.45 (IH, m). 1.25 (IH, m), 0.86 (3H, 
d), 0.81 (3H, d). LC/MS, M+1: 502.4. 


N'-(cyanomethyl)-N^-[(S)-(4-piperaziii-4- 

i urn- 1 -yl- 1 , 1 '-biphenyl-4-yl)(thien-2- 
yl)inethyl]-L-leucinamidemethanesuIfonate 


IHNMR (d6-dmso): ^ 8.7 (m, 2H), 7.52 (d, 
2H). 7.50 (d, 2H). 7.39 (d, 2H), 7.38 (m, 
IH), 7.03 (2H, d), 6.98 (d, IH), 6.92 (dd, 
IH), 4.90 (IH, s), 4.15 (m, 2H), 3.30 (8H, 
m), 3.23 (IH, m), 2.65 (IH. d), 1.80 (IH, 

m), 1.45 (IH, m), 1.25 (IH, m), 0.86 (3H. 
d), 0.81 (3H, d). LC/MS, M+1: 502.4. 
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N'-(cyanomethyl)-N'- { (S)-(4- 
fluoroDhenvnr4 -f methvlsulfon vD- 1 1 - 
biphenyl-4-yl]methyl }-L-leucinamide 


*H NMR (H NMR 5 (CDCI3): 0.77 (d, 3H), 
u.y ^u, 'jnjy X.JO ySTiy i-n^i i.j/ ^iiij -in^, 

1.71 (m, IH), 2.01 (br s, IH), 3.09 (s, 3H), 
3.09 (m. IH), 4.07 (m. 2H), 4.89 (IH. s), 

7.03 (m, 2H). 7.21 (m, IH), 7.33 (m, 2H), 

7.97 (d, 2H). 


N*-(cyanomethyl)-N^-{ (S>[4'- 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl] [4- 
(trifluoromethyl)phenyl]methyl } -L- 
leucinamide 


MS (+APCI): 556.5 and 558.5 [M+1]* 


N^-{ (SH4-chlorophenyl)[4'. 
(methylsulfon yl)- 1 , 1 -biphenyl-4- 
yl]methyl}-N -(cyanomethyl)-L- 
leucinamide 


MS (+APCI): 524.3 and 525.5 [M+lV 


N' -(cyanomethyl)-N^- { (1 S)-2,2,2-trifluoro- 
l-[4'-(methylsulfonyl)-l ,r-biphenyl-4- 
yl]ethyl } -L-norvalinamide 


MS (+ESI): 468 [M+1]* 


N'^-r(SVf4-bromoohenvn('thien-2- 
yl)methyl]-N^-(cyanomethy])-L-leucinamide 


'PrNTK/TR /^mcn^• ^ fi /'ITT t'* 7/18 

(2H. d), 7.39 (dd, IH), 7.31 (2H, d). 6.96 
(IH, m), 6.91 (IH. dd)), 4.90 (IH, s), 4.13 
(2H, m), 3.15 (IH, m), 2.70 (IH, m), 1.85 
(IH, m), 1.40 (IH, m), 1.25 (IH, m), 0.85 

(3H, d), 0.80 (3H, d). LC/MS, M-1: 3.81 


N*-(cyanomethyl)-N^-[(S)-[4-(4,4,5,5- 
tetramethyl-l 3,2-dioxaborolaii-2- 
yl)phenyl](thien-2-yl)methyl]-L- 
leucinamide 


LC7MS.M-1: 466.1. 


N'-{ (R)-(4-broinophenyl)[4- 
(trifluoromethoxy)phenyl]methyl } -N^- 
(cyanoinethyl)-L-Ieucinainide 


MS (-ESI): 496.1 [M-ir 


N'-(cyanomethyl)-N^.{ (S)-t4-(4,4,5,5- 
tetramethyl- 1 3 ,2-dioxaborolan-2- 
yl)phenyl][4- 
(trifluoromethoxy)phenyl]methyl }-L^ 
leucinamide 


MS (+APCI): 545.2 and 546.3 [M+l]* 


N^-[(SW4-broinophenyl)(2-fuiyl)methyl]- 
N -(cyanomethyO-L-leucinamide 


MS (+APCI): 404.1 and 405.3 [M+1]* 


N*-(cyanomethyl)-N'-{(S)-2-furyl[4'- 
(methylsulfonyl)- 1 , r-biphenyl-4- 
yl]methyl } -L-leucinamide 


MS (+APCI): 479.2 [M+lf 
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N^-[l-(4-bromophenyl)-2,2,2^ 
trifluoroethyl]-N * -(cyanomethyl)-L- 
norvalinamide 


MS (+ESI): 392, 394 [M+1]^ 


N^-{ (R)-(4-bromophenyl)[4- 
(trifluoromethyl)phenyl]niethyl )-N*- 
(cyanomethyl)-L-Ieucinamide 


MS (+APCI): 482.1 and 481.2 [M+l]"- 


N'-(cyanoniethyl)-N'-{ l-[4'-(4> 
cyclopropylpiperazin- 1 -yl)- 1 , 1 -bipheiiyl-4- 
yl]-2,2,2-trifluoroethyI }-L-norvaIinamide 


MS(+ESI):514[M+lf 


N^-[(R)-(4-bromophenyl)(4- 
chlorophenyl)methyl]-N^-(cyanomethyl)-L- 
leucinamide 


MS (+APCI): 482.1 and 481.2 [M+lf 


N'-(cyanomethyl)-N^-{2,2,2-trifluoro-l-[4- 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } - 
L-norvalinamide 


MS (+ESI): 468 [M+1]^ 


N^-[(S)-(4-bromophenyl)(3-methylthien-2- 
yl)methyl]-N^ -(cyanomethyl)-L-leucinainide 


LC/MS,M-1: 432.0. 


N^-[(S)-(4-bromophenyl)(thien-3- 
yl)methyI]-N*-(cyanoniethyl)-L-leucinamide 


LC/MS,M-1: 418.2. 


N*-(cyaiiomethyl)-N'-{ (S)-(2,4- 
difluorophenyl)[4 -(methylsulf onyi)- 1,1- 
biphenyl-4-yl]niethyl } -L-leucinamide 


MS (+APCI) 525.3, 524.3 [M-l] and 526.4 
[M+l]"-. IH NMR (CD3SOCD3) 5 8.01(dd, 
2H), 7.8(dd, 2H), 7.35 (dd, 2H), 7,ll(dd, 
2H), 7.03 (d, IH), 6.93(d, 2H), 6.62(d, IH), 
6 55(d IH), 5 Ofs IH) 4 13(t 2H) 3 35(m 
IH), 3.0(m, IH), 2.99( m, IH), 2.85(s,3H). 
1.84(in, IH), 1.45(in, IH), 0.9-0.8(m, 6H). 


N'-(cyanomethyl)-N^-[(S)-[4'- 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl](thieTi- 
3-yl)methyl]-L-leucinamide 


'HNMR (d<i-dmso): 5 8.62 (IH, t), 7.95 
(2H, d), 7.85 (2H, m), 7.65 (2H, d), 7.49 
(2H. d), 7.47 (2H, m), 7.10 (IH, dd), 4.80 
(IH, d), 4.13 (2H, m), 3.24 (3H, s), 3.05 
(IH, m), 2.65 (IH. m), 1.8 (IH, m), 1.45 
(IH, m), 1.30 (IH, m), 0.84 (3H, d). 0.76 
(3H, d). LC/MS, M-1: 493.5. 


N'-(cyanomethyl)-N^-[(S)-[4'- 
(methyIsulfonyl)-l,l-biphenyl-4-yl](3- 
methylthien-2-yl)methyl]-L-leucinamide 


LCTMS.M-l: 507.5 



-218- 



wo 03/075836 



PCT/US03/06147 



N'-(cyanomethyl)-N^-[(S)-[4'-(4- 

cvc I onronvlninerayin- 1 -vlV I 1 -biohenvl-4- 

yl](3-inethylthien-2-yl)methyI]-L- 
leucinamide 


LC/MS, M+1: 556.1. M-1: 554.0 


N'-(cyanomethyl)-N^-[(S>[4'-(4- 
cyclopropylpiperazin-l-yl)-l,r-biphenyl-4- 

yI](thien-3-yl)methy]]-L-leucinainide 


LC/MS,M-1: 540.1 


N^-[l-(4-broniophenyl)-2,2,2- 
trifIuoroethyl]-N'-(cyanomethyl)-5,5,5- 
trifluoio-L-norvalinamide 


MS (+ESI): 446.1,448.1 [M+lf 


N' -(cyanomethyl)-5,5,5-trifluoro-N^- { (1 S)- 
2,2,2-trifluoro-l-[4-(methylsulfonyl)-l,r- 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESI): 522.3 [M+l]* 


N''-[(S)-(4-bromophenyl)(3-methylthien-2- 
yl)methyl]-N ' -( 1 -cyanocycIopropyl)-L- 
leucinamide 


LOMS, M-1: 460.1. 


N'-(l-cyanocyclopropyl)-N^-[(S)-[4- 
(methylsulfonyl)-l , 1 -biphenyM-yllCS- 
methylthien-2-yl)methyl]-L-Ieucinamide 


'HNMR (dfi-dmso): 5 8.96 (IH, s), 7.96 
(2H, d), 7.87 (2H, d), 7.69 (2H, d). 7.45 
(2H. d), 7.31 (IH, d), 7.76 (IH, d), 4.98 
(IH, s), 3.24 (3H, s), 3.10 (IH, m), 2.5 (IH, 
d), 2.09 (3H, s), 1.85 (IH, m), 1.50 (2H, m), 
1.40 (IH, m), 1.25 (IH, m), 1.10 (2H, m), 
0.86 (3H, d), 0.83 (3H, d). LC/MS, M-1: 
534.2. 


N'-(cyanoinethyl)-N'- { (S)-3-furyl [4'- 
(methylsulfonyl)-l,r-biphenyl-4- 
yljmethyl }-L-leucinamide 


MS (+APCI): 479.2 and 478.3 [M-1]* 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-(4-(methylsulfonyl)-l,l- 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESI): 494 (M+lf. 'HNMR 
(CDCI3): 6 0.97 (t, 3H), 0.98 (m, IH), 1.1 
(m, IH), 1.42 (m, 2H), 1.29 (m, 2H), 1.63 
(m. IH). 1.77 (m IH). 3.13 (s. 3H) 3 28 
(dd, IH), 4.17 (q, IH), 7.21 (br s, IH), 7.47 
(d, 2H), 7.63 (d, 2H), 7.78 (d, 2H), 8.02 (d. 
2H). 


N''-[(lS)-l-(4-bromophenyl)-2.2,2- 
trifluoroethyl]-N' -( 1 -cyanocyclopropyl)-!^ 
norvalinamide 


MS (-ESI): 416, 418 [M-1]- 'H NMR 
(CDCI3): 5 0.97 (3H, t), 0.98 (m, IH), 1.07 
(m, IH). 1.41 (m, 2H), 1.49 (m, 2H), 1.62 
(m, IH), 1.72 (m,lH), 3.27 (IH. m), 1.04 
(m, IH), 7.1 (br s, IH), 1.24 (d, 2H), 7.75 
(d,2H). 
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N^-[(S)-(4-bromophenyl)(4-bromothien-2- 
yI)methyl]-N ' -(cyanomethyl)-L-leucinainide 


'HNMR (dfi-dmso): 5 8.69 (IH, t), 7.52 
(IH, m), 7.49 (2H, d), 7.31 (2H, d), 7.00 
(IH, d). 4.91 (IH, s), 4.14 (2H, m), 3.15 
(IH, m), 2.81 (IH, dd), 1.85 (IH, m), 1.45 
(IH, m), 1.30 (IH, m), 0.86 (3H, d) 0.82 
(3H,d). 


N^-[(S)-(4-bromophenyl)(thien-3- 
yl)niethyl]-N* -( l-cyanocyclopropyl)-L- 
leucinamide 


LC/MS,M-1: 443.8 


N'-(cyanomethyI)-N^.((S)-[4'- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl] {4-[4- 
(nlethylsulfonyl)phenyl]thien-2-yl}methyl)- 
L-leucinamide 


'HNMR (de-dmso): 6 8.75 (IH, t), 7.90 
(9H. m), 7.70 (2H, d), 7.57 (3H, m), 5.06 
(IH, s), 4.18 (2H, m), 3.23 (3H, s), 3.22 
(IH, m), 3.19 (3H, s), 2.85 (IH, d), 1.90 
(IH, m), 1.50 (IH, m), 1.35 (IH, m), 0.89 
(3H, d), 0.85 (3H, d). LC/MS, M-1: 648.1. 


N'-(l-cyanocyclopropyl)-N^-[(S)-[4- 
(methylsulfonyl)-l ,1 -biphenyl-4-yl](lhien- 
3-yl)methyI]-L-leucinamide 


LC/MS. M+1: 522.3, M-1: 521.4. 


N'-{(lS)-l-[4'-(aminosulfonyl)-l,r- 
biphenyl-4-yl]-2,2,2-trifluoroethyl}-N^-(l- 
cyanocyclopropyl)-L-norvalinainide 


MS (+ESI): 495 [M+l]*. 'HNMR 
(CDClj): 6 0.97 (3H, t). 0.98 (m*, IH); 1.08 
(m, IH), 1.42 (m, 2H), 1.44 (m, 2H), 1.57- 

(br s*, IH), 7.2 (s, IH), 7.43 (d, 2H), 7.6 (d, 
2H), 7.72 (d, 2H), 7.99 (d, 2H). 


N^-[(S)-(4-bromophenyI)(4-bromothien-2- 
yl)methyl]-N^ -( 1 -cyanocyclopropyl)-!^ 
leucinamide 


LC/MS, M-1: 526.2. 


N^-[(S)-[4'-(aniinosulfonyl)-l,l'-biphenyl-4- 
yl](thien-3-yl)methyll-N'-(l- 
cyanocyclopiopyO-L-Ieucinamide 


LC/MS, M-1: 521.4. 


N^-[(S)-[4 -(aminosulfonvl)-l , 1 -biphenyl-4- 
yl](thien-3-yl)methyl]-N -(cyanomethyl)-L- 
leucinamide 


'HNMR (d6-dmso): 5 8.63 (IH, t), 7.84 
(2H, d), 7.79 (2H, d), 7.63 (2H, d), 7.47 
(2H, d), 7.40 (2H, m), 7.09 (IH, dd), 4.81 
(IH, d), 4.13 (2H, m), 3.05 (IH, m), 2.65 
(IH, dd), 1.80 (IH, m), 1.45 (IH, m), 0.85 
(3H, d), 0.76 (3H, d). LC/MS, M-1: 495.4. 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-methoxy-3-(melhylsulfonyl)- 
1,1 '-biphenyl-4-yI]ethyl l-L-norvalinamide 


MS (+ESI): 524.2 [M+1]* 
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N'-(l-cyanocyclopropyl)-N'-{(lS)-2,2,2- 
trifluoro-l-[4-(2-methylpyridin-4- 
yOphenylJethyl }-L-norvalinamide 


MS (+ESD: 431.0 [M+lf 


N'-(l-cyanocyclopropyl)-5,5,5-trifluoro-N'^- 
{(lS)-2,2,2-trifluoro-l-[4'-(methylsu!fonyI)- 
1 ,1 -biphenyl-4-yl]ethyl }-L-norvalinamide 


MS (+ESI): 548.3 [M+1]* 


N*-(l-cyanocyclopropyl>N'-{(lS)-2,2,2- 
trifluoro- 1 - [4-( 1 H-pyrazol-3- 
yl)phenyl]ethyl l-L-norvalinamide 


MS (+ESI): 406.3 [M+lf 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- 1 -[4 -( 1 -hydroxy- 1 -methylethyl)- 
1 , 1 -biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESD: 474.2 [M+1]* (100%), 'H 
NMR (400 MHz, DMS0-d6): 5 7.6 (m, 8H) 
7 4fin lHW25rs lfn^2r<5 lTTk4.WTn 
2H) 3.3 (m, IH) 2.05 (s, IH) 1.75 (m, IH) 
1.6 (s, 6H) 1.4 (m, 2H) 1.25 (t, 2H) 1.0 (m, 
4H). 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4-(5-methylpyridin-2- 
yl)phenyl]ethyl } -L-norvalinamide 


'HNMR (de-dmso): 5 8.72 (IH, s). 8.48 
(IH, m), 8.02 (2H, d), 7.84 (IH, d), 7.67 
(IH, dd). 7.46 (2H, d), 4.30 (IH, m), 3.13 
CIH m\ IKS (\W 1 33 HH O 1 4fi 

lii^, At,OJ ^XXl, £t»JJ \JX±^ ojy 1,*T\J 

(2H, m), 1.32 (4H. m), 0.88 (IH, m), 0.86 
(3H, t), 0.73 (IH, m). LC/MS, M+1: 431.2. 


2-{[(4-Bronio-phenyl)-pyridin-4-yl-methyl]- 
amino}-pentanoic acid cyanomethyl-amide 


MS (+APCI): 400.9 and 401.2 [M+1]* 


2-{[(4-Bromo-phenyl)-thiazol-2-yl-methyl]- 
amino+}-pentanoic acid cyanomethyl-amide 


MS (+APCI): 407.1 and 406 [M+l]* 


(2S)-2-[(S)-l-(4'-Acetyibiphenyl-4-yl)- 
2,2,2-trifluoroethylamino]-pentanoic acid 
( 1 -cyanocyclopropyl)-amide 


MS (+ESI): 458 [M+1]*, 480 [M+l+Na]*. 
'H NMR (CDCI3): 6 0.97 (t, 3H), 0.98 (m, 
IH), 1.-7 (m, IH), 1.42 (m, 2H), 1.57 (s, 
2H), 1.63 (m, IH), 1.78 (m, IH), 2.33 (s, 
3H), 3.33 (dd, IH), 4.17 (q, IH), 7.21 (br s, 
IH), 7.43 (d, 2H), 7.65-7.69 (2xd, 4H), 8.03 
(d. 2H). 


(2S)-2-[(S)-l-(2',4'-Difluorobiphenyl.4-yl). 
2,2,2-trifluoroethylamino]-pentanoic acid 
( 1 -cyanocyclopropyO-amide 


MS (+ESI): 452 [M+1]*, 474 [M+l+Na]*. 
'H NMR (CDCI3): 5 0.90 (m, IH), 0.97 (t, 
3H), 1.04 (m, IH), 1.41-1.5 (m, 4H), 1.62 
(m, IH), 1.78 (m, IH), 2.19 (br s, IH), 3.32 
(dd, IH), 4.13 (dd, IH), 6.95 (m, 2H), 7.19 
(br s, IH), 7.41 (m, 3H), 7.53 (d, 2H). 
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(2S)-2-[(S)-l-(3',4'-Difluorobiphenyl-4.yl)- 
2,2,2-trifluoroethylamino]-pentanoic acid 
( 1 -cyanocyclopropyl)-amide 


MS (+ESI): 452 [M+l]^ 474 [M+l+Na]-". 
*H NMR (CDCI3): 5 0.97 (t, 3H). 0.98 (m, 

IH), 1.07 (m. IH), 1.42 (m, 2H). 1.5 (m, 
zri^, i.oz \TCiy 1x1;, 1.// V"i, iri;, z.io ^Dr s, 
IH), 3.29 (dd, IH), 4.17 (q, IH), 7.21 (br s, 

IH), 7.13-7.3 (m, 2H), 7.38 (m, IH), 7.42 
(d,2H).7.57(d,2H). 


^Zo -1^111010-4 -iiuoroDipnenyi- 
4-yl)-2,2,2-trifluoroethylamino]-pentanoic 
acid (l-cyano-cyclopropyl)-amide 


Mo (+liol^. 40o [JYl+lJ . rl INMK 
(CDCb): 6 0.99 (t, 3H), 1.00 (m, IH), 1.08 
(m, IH), 1.42 (in, 2H). 1.51 (m, 2H), 1.62 
(m, IH), 1.79 (m, IH), 2.19 (br s, IH), 3.33 
(da, IH), 4.17 (q, Irl), i.ll (m, 2H), 7.42 
(m, 3H), 7.57 (d. 2H), 7.62 (m, IH). 


(2S)-2-[(S)-2,2,2-Trifluoro-l-(4'- 
methanesulfonylainino-biphenyl-4-yl)- 
ethylaminol-pentanoic acid (1-cyano- 
cyclopropyl)-amidc 


MS (-ESI): 507.0 [M-l]" 


(2S)-2-{(S)-[(4.Bronio-phenyl)-thiazol-2-yl-. 
lucinyij-aiiuno /-^-lucinyipcnianu aciu 
cyanomethyl-amide 


MS (+APCI): 479.2 and 478.3[M-1]- 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2< 
trifluoro- 1 -[4'-chloro- 1 , 1 -biphenyl-4- 

yl]ethyl } -L-norvalinamide 


MS (+ESI): 450.1 [M+l]"" 


N'-(l-cyanocyclopropyl)-N'-{(lS)-2,2,2- 
tnrluoro-i-[4 -cnloro-j -meinyl-1,1 - 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESI): 464.2 [M+1]* 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- 1 - [4'-chloro-2 -methyl- 1,1- 
biphenyl-4-yI]ethyl } -l-norvalinamide 


MS (+ESI): 464.3 [M+1]* 


(2S)-2-{(S)-2,2,2-Trifluoro.l-[4-(lH-indol- 
5-yl)-phenyl]-ethylamino}-pentanoic acid 
( l-cyano-cyclopropyl)-amide 


MS (+ESI): 455.1 [M+lf 


(2S)-2-[(S)-2.2,2-Trifluoro-l-(3'- 
methanesulfonylamino-biphenyl-4-yl)- 
ethylamino]-pentanoic acid (1-cyano- 
cyclopropyl)-amide 


MS (+ESI): 509.2 [M+1]* 


N'-(i-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro-l-[4 -fluoro- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-norvalinamide 


MS (+ESI): 434.4 [M+l]* 
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N*-(l-cyanocyclopropyl)-N'-{(lS)-2,2,2- 
trifluoro-l-[4-fluoro-3 -methyl- 1 , 1 - 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESI): 448.2 [M+1]* 


N'-(l-cyanocyclopn)pyl)-N'-{(lS)-2,2.2- 
tri fluoro- 1 - [3 -fluoro-4 -methyl -1,1- 
biphenyl-4-yl]ethyl } -I^norvalinamide 


MS (+ESI): 448.3 [M+1]* 


N * -(1 -cyanocyclopropy])-N^- { ( 1 S)-2,2,2- 
trifluoro- 1 -[4 -trifluoromethoxy- 1,1- 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESI): 500.1 [M+l]"" 


(2S)-2-[(S)-2,2,2-Trifluoro-l-(4'. 
methylbiphenyl-4-yl)-ethylamino]-pentanoic 
acid (l-cyanocyclopropyl)-amide 


MS (+ESD: 430 [M+1]^. NMR (CDCI3) 
5 0.90 (m, IH), 0.98 (t, 3h), 1.02 (m, IH) 
1.4-1.5 (m, 4H), 1.62 (m, IH), 1.69 (m, 
iriy, z.iy ^or s, ixij, z.^i ^s, ^xi^, d,oj yoxx^ 
IH), 4.1 (q, IH), 7.21 (s, IH) 7.24 (d, 2H), 
7.38 (d, 2H), 7.46 (d, 2H), 7.60 (d, 2H). 


(2S)-2-[(S)-l-(4'-Cyanobiphenyl-4-yl)-2,2,2- 
trifluoroethylamino]-pentanoic acid (1- 
cyanocyclopropyl)-amide 


MS (+ESI): 441 [M+1]* 


N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2. 
trifluoro- 1 -[4 -methoxy- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-norvalinamide 


MS (+ESI): 446.3 [M+ir 


N*-(l-cyanocyclopropyl>N^-{(lS)-2,2,2- 
trifluoro- 1 -[4-(benzo[ 1 ,3]dioxoI-5- 
yl)phenyl]ethyl } -L-norvalinamide 


MS (+ESI): 460.1 [M+IJ* 


N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2- 
trifluoro- 1-[4 -(methoxycarbonyl)- 1,1- 
biphenyl-4-yI]ethyl } -L-norvalinamide 


MS (+ESI): 474.3 [M+1]* 


j'^' \ \0f ^-L\^f-x3romopnenyi j-iniazoi-z-yi- 
methyl]-amino}-4-methylpentanoic acid (1- 
cyanocyclopropyl)-amide 


iVlo^-Hal^ 'Klj, 'R-/ [JVl-lJ . INJYLK {K^iJS^l-^), 

5 0.82 (d, 3H), 0.95 (d, 3H). 1.04 (m, 
2H),1.46-1.62 (m, 4H), 1.80 (m, IH), 3.12 
(dd, IH), 4.95 (s, IH), 7.22 (s, IH), 7.23- 

7.74 (m, IH). 


(2S)-2-{(S)-[(4'-MethanesulfonyI-biphenyl- 
4-yl)-thiazol-2-yl-methyl]-amino } -4-methyI- 
pentanoic acid cyanomethyl-amide 


MS (+APCI): 418.9,420.9 [M-1]* 


(2S)-2-[(S)-2,2,2.Trifluoro-l-(4'- 
trifluoromethy]-biphenyl-4-yl)-ethy!amino]- 
pentanoic acid (l-cyano-cyclopropyl)-amide 


MS (+APCD: 483.3 [M+1]* 
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trifluoromethyl-biphenyl-4-yl)-ethylamino]- 
pentanoic acid (l-cyano-cyclopropyl)-amide 




\ \p yW-^ -L/u iuoroDipncTiyi-4-yi 
thiazol-2-yl-methyI]-ainino}-4- 
methylpentanoic acid (1-cyanocyclopropyl)- 
amide 


iVLo ^-Iloij. IJVl-lJ . 11 XNJVLK ^uuds^: 

5 0.84 (d, 3H), 0.97 (d, 3H), 1.03 (m, 2H), 
1.47 (m, 2H), 1.57-1.62 (m, 4H), 1.95 (m, 
IH), 3.27 (dd, IH), 5.02 (s, IH), 6.93 (m, 
2H), 7.32 (m, IH), 7.39 (m, IH), 7.42 (m, 
3H), 7.48 (d, 2H), 7.77 (d, IH). 


(2S)-2- { (S)-[(4 -Methanesulfonylbiphenyl- 

4-yl)-thiazol-2-yl-methyl]-ainino } -4- 
methylpentanoic acid (1-cyanocyclopropyl)- 
amide 


MS (-ESI): 521 [M-l] . 


Nl -( 1 -cyanocyclopropyl)-4-fluoro-N2- 
[(lS)-2,2,2-trifluoro-l-(4-quinolin-6- 
ylphenyl)ethyl]-L-leucinamide 


MS (+APCI): 499.4 [M+l]+ 


Nl -( 1 -cyanocyclopropyl)-4-fluoro-N2- 
{(lS)-2,2,2-trifluoro-l-[4-(methylsulfinyl)- 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide 


MS (+APCI): 510.1 [M+l]+ 


N2-[(lS)-l-(4'-acetyl.l,r-biphenyl-4-yl)- 
2,2,2-trifluoroethyl]-Nl-(l- 
cyanocyclopropyl)-L-leucinamide 


MS (+ESI): 472.1 [M+l]+ 


Nl-(l-cyanocyclopropyl)-N2-[(lS)-2,2,2- 
trifluoro-l-(4-quinolin-6-yIphenyl)ethyl]-L- 
leucinamide 


MS (+ESI): 482 (M+l]+ 


N2-[(lS)-l-(4.bromophenyl)-2,2,2. 
trifluoroethyl]-N 1 -( 1 -cyanocyclopropyl)- 
4,4-difluoro-L-norvalinamide 


MS (+ESI): 454.1, 456.2 [M+l]+ 


N 1 -( 1 -cyanocyclopropy l)-4 ,4-difl uoro-N2- 
{(lS)-2,2,2-trifluoro-l-[4-(methylthio)-l,l- 
biphenyl-4-yl]ethyl } -L-norvalinamide 


MS (+ESD: 498.3 [M+l]+ 
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Nl -( 1 -cyancx:yclopropyl)-4,4-difluoro-N2- 
{(lS)-2,2,2«trifluoro-l-[4-{methylsulfonyl)- 
1,1 -biphenyl-4-yl]ethyl}-L-norvalinamide 



MS (+ESI): 530.3 {M-^l]-^ 



Pharmaceutical Composition 

As a specific embodiment of this invention, 100 mg of N^- 
5 (cyanomethyl)-//^-[2,2,2-trifluoro-l-(4-pipera2in-l-yl-lJ -biphenyl-4-yI)et^ 

leucinamide, is formulated with sufficient finely divided lactose to provide a total 
amount of 580 to 590 mg to fill a size 0, hard-gelatin capsule. 

The compounds disclosed in the present application exhibited activity 
10 in the following assays. In addition, the compounds disclosed in the present 

application have an enhanced pharmacological profile relative to previously disclosed 
compounds. 

Cathepsin K Assay 

15 Serial dilutions (1/3) from 500 down to 0.0085 iiM of test 

compounds were prepared in dimethyl sulfoxide (DMSO). Then 2 /xL of DMSO from 
each dilution were added to 50 ^iL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
mM; DTT, 2.5 mM and 10% DMSO) and 25 /xL of human cathepsin K (0.4 nM) in 
assay buffer solution. The assay solutions were mixed for SAO seconds on a shaker 

20 plate and incubated for 15 minutes at room temperature. Z-Leu-Arg-AMC (8 /iM) in 
25 |xL of assay buffer was added to the assay solutions. Hydrolysis of the coumarin 
leaving group (AMC) was followed by spectrofluorometry (ExA. =355 nm; EmX = 460 
nm) for 10 minutes. Percent of inhibition were calculated by fitting experimental 
values to standard mathematical model for dose response curve. 

25 

Cathepsin L Assay 
Serial dilutions (1/3) from 500 /iM down to 0.0085 /xM of test 
compounds were prepared in dimethyl sulfoxide (DMSO). Then 2 [iL of DMSO from 
each dilution were added to 50 /xL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
30 mM; DTT, 2.5 mM and 10% DMSO) and 25 fiL of human cathepsin L (0.5 nM) in 
assay buffer solution. The assay solutions were mixed for 5-10 seconds on a shaker 



-225- 



wo 03/075836 



PCT/US03/06147 



plate and incubated for 15 minutes at room temperature. Z-Leu-Arg-AMC (8 fiM) in 
25 \iL of assay buffer was added to the assay solutions. Hydrolysis of the coumarin 
leaving group (AMC) was followed by spectrofluorometry (ExX =355 nm; EmX = 460 
nm) for 10 minutes. Percent of inhibition were calculated by fitting experimental 
S values to standard mathematical model for dose response curve. 

Cathepsin B Assay 
Serial dilutions (1/3) from 500 ptM down to 0.0085 /iM of test 
compounds were prepared in dimethyl sulfoxide (DMSO). Then 2 fih of DMSO from 

10 each dilution were added to 50 fiL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
mM; DIT, 2.5 mM and 10% DMSO) and 25 /iL of human cathepsin B (4.0 nM) in 
assay buffer solution. The assay solutions were mixed for 5-10 seconds on a shaker 
plate and incubated for 15 minutes at room temperature. Z-Leu-Arg-AMC (8 /xM) in 
25 \iL of assay buffer was added to the assay solutions. Hydrolysis of the coumarin 

15 leaving group (AMC) was followed by spectrofluorometry (ExX =355 nm; Emk = 460 
nm) for 10 minutes. Percent of inhibition were calculated by fitting experimental 
values to standard mathematical model for dose response curve. 

Cathepsin S Assay 

20 Serial dilutions (1/3) from 500 /iM down to 0.0085 fiM of test 

compounds were prepared in dimethyl sulfoxide (DMSO). Then 2 of DMSO from 
each dilution were added to 50 fiL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
mM; DTT, 2.5 mM and 10% DMSO) and 25 piL of human cathepsin S (20 nM) in 
assay buffer solution. The assay solutions were mixed for 5-10 seconds on a shaker 

25 plate and incubated for 15 minutes at room temperature. Z-Leu-Arg-AMC (8 fiM) in 
25 jiL of assay buffer was added to the assay solutions. Hydrolysis of the coumarin 
leaving group (AMC) was followed by spectrofluorometry (ExX =355 nm; EmX = 460 
nm) for 10 minutes. Percent of inhibition were calculated by fitting experimental 
values to standard mathematical model for dose response curve. 

30 



-226- 



wo 03/075836 



PCT/US03/06147 



WHAT IS CLAIMED IS: 

I. The present invention relates to compounds of the following 
chemical formula: 



wherein Rl is hydrogen, Ci.6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl 
groups are optionally substituted with one to six halo, C3-6 cycloalkyl, -SR9, -SR12, - 
S0R9 .SOR12, -S02R9, -SO2RI2 -S02CH(R12)(R11), .0R12 -0R9 -N(R12)2, 

aryl, heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups 
are optionally substituted with one or two substitutents independently selected from 
Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

r2 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with one to six halo, C3-6 cycloalkyl, -SR9, -SR12, .S0R9, - 



SOR12, -SO2R9, -SO2RI2 -S02CH(R12)(R11), -0R12, .0R9, -N(R12)2, aryl, 



heteroaryl or heterocyclyl wherein said aryl, heteroaryl and heterocyclyl groups are 
optionally substituted with one or two substitutents independently selected from Ci-6 

alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

or Rl and R2 can be taken together with the carbon atom to which they are attached to 
form a C3-8 cycloalkyl or heterocyclyl ring wherein said ring system is optionally 
substituted with one or two substituents independendy selected from alkyl, 
hydroxyalkyl, haloalkyl, or halo; 

R3 is hydrogen, C1.6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with €3^ cycloalkyl or one to six halo; 
R4 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3>6 cycloalkyl or one to six halo; 

or R3 and R^ can be taken together with the carbon atom to which they are attached to 
form a C3-8 cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered 

heterocyclyl wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are 
optionally substituted with one or two substitutents independendy selected from Ci-6 

alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 



5 
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is selected from hydrogen or C 1-6 alkyi substituted with 1-6 halo; 
r6 is aryl, heteroaryl, Ci-6 haloalkyl, arylalkyl or heteroarylalkyl, wherein said aryl, 

heteroaryl, arylalkyl and heteroarylalkyl groups are optionally substituted with one, 
5 two, or three substituents independently selected from halo, Ci.6 alkyl, Ci.6 
haloalkyl, C3.6 cycloalkyl, haloalkoxy, -SR9, .SR12 .sOR9, -SORIZ, -S02R9, - 
SO2RI2, .S02CH(R12)(R1 1), .0Rl2, -N(R10)(R1 I), cyano, or aryl which is 
optionally substituted with -SO2RI2; 

10 

each D is independently C 1.3 alkyl, C2-3 alkenyl, C2-3 alkynyl, aryl, heteroaryl, C3-8 
cycloalkyl or heterocyclyl wherein each said aryl, heteroaryl, cycloalkyl and 
heterocyclyl groups, which may be monocyclic or bicyclic, is optionally substituted 
on either the carbon or the heteroatom with one to five substituents independently 
15 selected from Ci-6 alkyl, haloalkyl, halo, keto,alkoxy, -SR', -SR'\ -OR', -OR'^ 
N(R%, -S02R9. or -SO2RIO; 

R7 is hydrogen, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1.6 alkyloxy, halo, nitro, 
cyano, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, -C(0)ORlO, - 
C(O)0Si[CH(CH3)2]3, -0R9, -ORIO, -C(0)R10, - R10C(0)R9, -C(0)R9, - 

20 C(0)N(Ra)(Rb), -C(0)N(Rl2)(Rl2), -C(0)N(R10)(R1 1), -C(R10)(R1 1)0H, -SR12, - 
SR9, -R10sr9, .r9, -C(R9)3, -C(R10)(r11)N(R9)2 , -NR10c(O)NR10S(O)2R9, - 
SO2RI2, .S0(Rl2), -S02R9, -SOniN(RC)(Rd), -SOinCH(RlO)(Rll), - 
S02N(R10)C(0)(R12), -S02(R10)C(0)N(R12)2, -OSO2RIO. -N(R10xr11), - 
N(R10)C(O)N(R10xr9), N(R10)CO(R9), -N(R10)C(0)R10, -N(R10)C(0)OR10, - 

25 N(RlO)S02(RlO), -C(R10)(R1 1)NR10c(R10)(R1 1)r9 -C(R10)(R1 1)N(R10)r9, . 
C(RlO)(Rll)N(RlO)(Rli), -C(R10)(R11)SC(R10)(R11)(r9), rIOS-, - 
C(Ra)(Rb)NRac(Ra)(Rb)(R9), -C(Ra)(Rb)N(Ra)(Rb), . 

C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra)(Rb)N(Ra)(Rb), -C(Ra)(Rb)N(Ra)C(0) 
R9, -C(0)C(Ra)(Rb)S(Ra), C(Ra)(Rb)C(0)N(Ra)(Rb), -B(0H)2. -OCH2O- or 

30 4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2-yl; wherein said groups are optionally 
substituted on either the carbon or the heteroatom with one to five substituents 
independently selected from C1.6 alkyl, halo, keto, cyano, haloalkyl, hydroxyalkyl, - 
0R9, -N02.-NH2, -NHS(0)2R8,-R9s02R12,-S02R12 -S0(R12).-SR12,-SR9, - 
SOmN(RC)(Rd), -SOmN(RlO)C(0)(Rl2), -C(R10)(R11)N(R10)(r11), . 
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C(RlO)(Rll)OH, -COOH, -C(Ra)(Rb)C(0)N(Ra)(Rb), -C(0)(Ra)(Rb), . 
N(R10)C(R10)(r11)(r9), -N(R10)CO(R9), -NH(CH2)20H, .NHC(0)OR10. . 
Si(CH3)3, heterocycyl, aryl or heteroaryl; 

5 R8 is hydrogen or Ci-6 alkyl; 

or R4 and R8 or can be taken together with any of the atoms to which they may be 
attached or are between them to form a 4-10 membered heterocyclyl ring system 
wherein said ring system, which may be monocyclic or bicyclic, is optionally 
substituted with one or two substituents independently selected from Ci-6 alkyl, halo, 
10 hydroxyalkyl, hydroxy, keto, -ORlO, -SRlO or -N(RlO)2; 

R9 is selected from the group consisting of hydrogen, aryl, aryl(Ci-4)alkyl, 
heteroaryl, heteroaryl(Ci.4)alkyl, CS-gcycloalkyl, C3-8cycloalkyl(Ci-4)alkyl, and 
heterocyclyl(Ci.4)alkyl wherein said groups can be optionally substituted with one, 
15 two, or three substituents independently selected from halo, alkoxy or -S02R12; 

RlO is hydrogen or C 1-6 alkyl 
Rl 1 is hydrogen or Ci.6 alkyl; 

20 Rl2 is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo, alkoxy, cyano, -NRlO or -SRlO; 

Ra is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci.6 alkyl)hydroxyl, -0(Ci.6 alkyl), 
hydroxyl, halo, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, wherein said alkyl, 
25 aryl, heteroaryl, C3-8 cycloalkyl and heterocyclyl can be optionally substituted on 

either the carbon or the heteroatom with one, two, or three substituents independently 
selected from Ci-6 alkyl or halo; 

Rb is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci-6 aIkyl)hydroxyl, alkoxyl, hydroxyl. 
30 halo, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl,wherein said alkyl, aryl, 

heteroaryl, C3-8 cycloalkyl and heterocyclyl can be optionally substituted on either 

the carbon or the heteroatom with one, two, or three substituents independently 
selected from Ci-6 alkyl or halo; 
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or Ra and Rb can be taken together with the carbon atom to which they are attached or 
are between them to form a C3-8 cycloalkyl ring or C3.8 heterocyclyl ring wherein 

said 3-8 membered ring system may be optionally substituted with one or two 
substituents independently selected from Ci-S alkyl and halo; 

5 

Rc is hydrogen or Cl.6 aikyl which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 

Rd is hydrogen or Ci-6 alkyl which is optionally substituted with one, two, or three 
substituents independently selected from halo or -0R9; 
10 or Rc and Rd can be taken together with the nitrogen atom to which they are attached 
or are between them to form a C3-8 heterocyclyl ring which is optionally substituted 
with one or two substituents independently selected from Ci-g alkyl, halo 
hydroxyalkyl, hydroxy, alkoxy or keto; 

15 n is independently selected from an integer from one to three; 

each m is independentley selected from an integer from zero to two; 

and the pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives 
thereof. 

20 

2. The compound of Claim 1 wherein Rl is hydrogen and R2 is 
hydrogen, or Rl and R2 can be taken together with the carbon atom to which they are 
attached to form a C3-8 cycloalkyl ring wherein said ring system is optionally 
substituted with one or two substituents selected from Ci-g alkyl or halo, and the 

25 pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives thereof. 

3. The compound of Claim 2 wherein R3 is Ci-6 alkyl which is 
optionally substituted with one to six halo and R4 is hydrogen, and the 
pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives thereof. 

30 

4. The compound of Claim 3 wherein R3 is n-propyl, isobutyl, 2- 
fluoro-2-methylpropyl, 2-trifluoromethylpropyl, 3-fluoro-2-(2-fluoromethyl)propyl, 
2,2-difluoroethyl, 2,2-difluoropropyl, 3,3,3-trifluoropropyl, or 2,2-dichloroethyl and 
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is hydrogen; and the pharmaceutically acceptable salts, stereoisomers and N-oxide 
derivatives thereof. 

5. The compound of Claim 3 wherein R5 is hydrogen and R6 is 
5 aryl or heteroary] wherein said aryl or heteroaryl are optionally substituted with one, 

two or three substituents selected from halo or -SO2RI2; and the phaimaceutically 
acceptable salts, stereoisomers and N-oxide derivatives thereof. 

6. The compound of Claim 3 wherein R5 is hydrogen and R6 is 
10 Ci-6 alkyl substituted with 1-6 halo; and the pharmaceutically acceptable salts, 

stereoisomers and N-oxide derivatives thereof. 

7. The compound of Claim 6 wherein R5 is hydrogen and r6 is 
trifluoromethyl or 3,3,3»2,2-pentafluoroethyl; and the pharmaceutically acceptable 

15 salts, stereoisomers and N-oxide derivatives thereof. 

8. The compound of Claim 6 wherein n is two, each D is 
independently aryl or heteroaryl and R7 is -SOmCH(RlO)(Rl 1) or -SOin(RC)(Rd), R^ 
and Rd are each independently hydrogen or Ci_6 alkyl; and the pharmaceutically 

20 acceptable salts, stereoisomers and N-oxide derivatives thereof. 

9. The compound of Claim 1 selected from: 

N 1 1 -cyanocyclopropyl)-4-fluoro- N2- { ( 15)-2,2,2-trifluoro- 1 -[4 -(methylsulfonyl)- 
1 ,r-biphenyl-4-yl]ethyl }-L-leucinamide; 

25 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-phenylethyl)-L-leucinamide; 

Nl-(cyanomethyl).N2.[2,2,2-trifluoro-l-(4-fluoro-3-methylphenyl)ethyl]-L- 
leucinamide; 

30 

Nl-(cyanomethyl)-N2-[(lR)-2,2,2-trifluoro-l-(4-pyridin-3-ylphenyl)ethyl]-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2.2,2-trifluoro-l-(4-pyridin-3-ylphenyl)ethyl]-L- 
35 leucinamide; 
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Nl-(cyanomethyI)-N2-[(lR)-2,2,24rifluoro-l-(4-pyridin-4-ylphenyl)eth 
leucinamide; 

5 Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-ylphenyl)e^^ 
leucinamide; 

Nl-(cyanomethyi)-N2-[(lR)-2,2,2-trifluoro-lK4-{(4-(2-fluoroethyl)piper^^ 
yl]carbonyl}phenyl)ethyl]-Heucinamide; 

10 

Nl-(cyanomethyl)-N2.[2,2,2-trifluoro-l-(4-{[4-(2-fluoroethyI)piperazin-l- 
yl]carbonyl}phenyl)ethyl]-L-leucinaniide; 

N2-[1-(1 J-biphenyl-4-yl)-2,2,2-trifluoroethyI]-Nl-(cyanomethyl)-L-leucinam 

15 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(3-hydroxy-3-methylbut-l- 
ynyl)phenyl]ethyl }-L^leucinamide; 

Nl.(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-hydroxy-3- 
20 methylbutyl)phenyl]ethyl }-L-leucinanude; 

N2-[(iS)-l-(4-bromophenyl)-2,2,333-pentafluoropropyl]-Nl-(cyanomethyl>^^ 
leucinamide; 

25 Nl-(cyanomethyl)-N2.[(lS)-2,23,33-pentafluoro4K4-pyridin-4-ylphenyl)propyl]-L- 
leucinamide; 

Nl<cyanomethyl>N2-[(iS)-2.2,2-trifluon>-l-(4-fluoro-lJ-biphenyM 
leucinamide; 

30 

Nl-(cyanomethyl)-N2.((lS)-2;2,2-trifluoro-l-{4-[(lE)-3-hydroxy-3-methylbuM- 
enyllphenyl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2.2333-pentafluoro-l-[4Kmethylthio)-l,l-biphenyM^ 
35 yUpropyl } -L-leucinamide; 
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Nl-(cyanomethyl)-N2-{(lS>2,23.3,3-pentafluoro-l-[4Kmethylsulfonyl)-l,l- 
biphenyI-4-yl]propyI } -L-leucinamide; 

5 Nl-(cyanomethyl)-N2-{(lS)-2,2,24rifluoro-l-[4-(l-oxidopyridin-3-yl)phe 
L-leucinamide; 

Nl-(cyanomethyl)-N2-{{lS)-2,2,2-trifluoro-l-[4-(morpholin-4- 
ylcarbonyl)phenyI]ethyl }-L-leucinamide; 

10 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifIuoro-l-(4. 

{ [methoxy(methyl)amino]carbonyl }phenyl)ethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2.2,2-trifluoro-l-(4-thien-3-ylphenyl)ethyl]-L- 
15 leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,24rifluoro-l-[4-(4-methylpyridin-2-yl)phenyl]eth 
L-leucinamide; 

20 Nl-(cyanomethyI)-N2.{(lS)-2,2,24rifluoro-l-[4-(5-methylpyridin-2-yl)phenyl]e^ 
L-leucinamide; 

N 1 -{cyanomethyl)-N2-[( 1 S)-2,2,2-trifluoro- 1-(2 -fluoro- 1 , 1 -biphenyl-4-yl)ethyl]-L- 
leucinamide; 

25 

N 1 -(cyanomethyl)-N2- { (IS)- 1 -[4-(3 ,5-dimethylisoxazol-4-yl)phenyl]-2,2,2- 
trifluo^oethyl }-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(hydroxymethyl)-l,l-biphenyl-4- 
30 yl]ethyl } -L-leucinamide; 

N2.[(lS)-l-(4'-cyano-14-biphenyl-4-yl)-2,2,2-trifluoroethyI]-Nl-(cyanomethyl)-L. 
leucinamide; 
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Nl-(cyanomethyl>N2-[(lS)-l-(3^4'-cIifluoro-ia-biphenyl-4-yl)-2,2.2-m^ 
L-leucinamide; 

4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl}- 
5 biphenyl-2-carboxylic acid methyl ester; 

4 -{ l-[l-(Cyanomethyl-carbamoyI)-3-methyl-butylamino]-2,2,2-trifluoix>-ethyU 
biphenyl-3-carboxylic acid methyl ester, 

10 Nl-(cyanomethyl)-N2-[(lS)-l-(3',4'-dimethoxy-l,r-biphenyl-4-yl)-2,2,2- 
trifluoroethylJ-L-leucinamide; 

N 1 -(cyanomethyl)-N2. { ( lS)-2,2,2-trifluoro- 1 -[2 -(trifluoromethyl)- 1 , 1 -biphenyl-4- 
yl]ethyl } -L-Ieucinamide; 

15 

Nl-(cyanomethyl>N2.[(lS)-lK3\4'-dichloro-ia-biphenyl-4-yl)-2,2,2-trifIu^^^ 
L-Ieucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l<3-foimyl-14-biphenyl-4^ 
20 leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(2'K)xo-2.3-dihydro-l,3- 
benzothiazol-6-yl)phenyl]ethyl ) -L-leucinamide; 

25 N2-{(lS)-l-[4-(5-bromopyridin-3-yl)phenyl]-2,2,2-trifluoroethyl)-Nl-(cyanomeA^^ 
L-leucinamide; 

Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[4-(trifluoromethoxy)-l,l-biphenyl-4- 
yl]ethyl } -L-leucinamide; 

30 

Nl-(cyanomethyl)-N2.{(lS)-2,2,2-trifluoro-l-[4-(lH-indol-4-yl)phenyl]ethyl}-L^ 
leucinamide; 
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Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-pyrimicUn-5-ylphenyI)ethy 
leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2>trifluoro-l-(4-quinolin-3-ylphenyl)ethyl]-L- 
S leucinamide; 

Nl-(cyanomethyl^N2-{(lS)-2,2,24rifluoro-l-[4-(13-thiazol-2-yl)phen^ 
leucinamide; 

10 4 - 1 1 -[ 1 -(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl } - 
biphenyl-4-carboxylic acid methyl ester; 

Nl-(cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-l-(4-pyrimidin-2-ylphenyl)ethyl]-L- 
leucinamide; 

15 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-methylpyridin-2-yl)phenyllethyl}- 
L-leucinamide; 

Nl-(cyanomethyl)- N2.{(lS)-2,2,2-trifluoro-l-[4-(3-furyl)phenyl]ethyl}-L- 
20 leucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2,2,2-trifluoro-l-{4-[3-(trifluoromethyl)pyridin-2- 
yl]phenyl }ethy])-L-leucinamide; 

25 N 1 -(cyanomethyl)-N2-(( 1 S)-2,2,2-trifluoro- 1 - { 4-[4-(trifluoromethyl)pyridin-2- 
yl]phenyl )ethyl)-I^leucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2,2>trifluoro-l-{4-[5-(trifluoromethyl)pyridin-2- 
yljphenyl )ethyl)-L-leucinamide; 

30 

Nl-(cyanomethyl)-N2-[(lS)-2.2.2-trifluoro-l-(3-methoxy-lJ-biphenyl-4-yl)ethyl^ 
leucinamide; 
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NlKcyanomethyl)-N2-[(lS)-2.2,2-trifluoro-lK3-methoxy-ia-biphenyl^ 
leucinamide; 

N2-{(lS)-l-[4HacetyIamino)-3'.fluoro-14-biphenyl-4-yl]-2,2,2-t^^ 
5 (cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(3-methylthien-2-yI)p^^ 
Lrleucinamide; 

10 Nl<cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-^(3*-fluoro-lJ'-biphenyl-4^ 
leucinamide; 

N^~{ (lS)-l-[4-(5-acetylthien-2-yl)phenyl]-2,2,2-trifluoroethyl 
leucinamide; 

15 

N24(lS>l-(3'-acetyl-l,r-biphenyl-4-yl)-2,2,2-trifluon)ethyl]-Nl-(cyanometh 
leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[3Htrifluoromethyl)-14-W^ 
20 yl]ethyl ) -L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(5-fluoro-2-methoxy-l,l-biphenyl-4- 
yl)ethyl]-L-leucinamide; 

25 Nl-(cyanomethyl)-N2.[(lS)-l-(3\5-difluoro-ia%biphenyl-4-yl>^^ 
L-leucinamide; 

Nl-(cyanomethyl)-N2.[(lS)-2,2,2-trinuoro4-(2;3;5'-trifluoro-14-b^ 
yl)ethyl]-L-leucinamide; 

30 

3-(4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylanuno]-2,2,2-trifluoro-ethy 
biphenyi-3-yI)-acrylic acid; 
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n2-{ (lS)4-[4-(9-anthryl)phenyl]-2.2,2-trifluoroethyl }-NlKcyanome%^ 
leucinamide; 

N24(iS)4-(4'-benzoyl-14-biphenyl-4-yl)-2,2,2-trifluoroethyl]-Nl-(cyan 
5 leucinamide; 

N2.[(iS)4-(3*-acetyM'-hydroxy4a-biphenyl-4-yl).2,2,2-trifluor^^^ 
(cyanomethyl)-L-leucinaniide; 

10 NlKcyanomethyl)-N2-{(lS)-l-[2Hcyanomethyl)-14'.biphenyM^^^ 
trifluoroethyl } -L-leucinamide; 

N 1 -(cyanomethyl)-N2- { 2,2,2-trifluoro- 1 44Mmethylsulf onyl)- 1 4 -biphen^^ 
yl]ethyl } -L-leucinamide; 

15 

Nl-(cyanomethyl)-N2- { 2,2,2-trifIuoro- 1-[4 -(methylsulfinyl)- 1 , 1 '-biphenyl-4- 
yljethyl } -L-leucinamide; 

N 1 -(cyanomethyl)-N2- [2,2,2-trifluoro- 1 -(4-morpholin-4-ylphenyl)ethyl]-L- 
20 leucinamide; 

Nl-(cyanomethyl)-N2-{(lR)-2,2,2-trifluoro-l-[4-(6-methylpyridin-3- 
yl)phenyl]ethyl } -L-leucinamide; 

25 Nl-(cyanomethyl)-N2-{ (lS)-2,2,2-trifluoro-l-[4-(6-methylpyridin-3-yl)phenyl]ethyl ^ 
L-leucinamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(5-phenylthien-2-yl)ethyl]-L-leucinamide; 

30 Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-quinolin-8-ylphenyl)ethyl]-L-leucinamide; 

Nl-(cyanomethyl>N2-[(lS)-2,2,2-trifluoro-i-(4-pyridin-2-ylphenyl)ethyl]-^^ 
leucinamide; 
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N2-{i-[4Xaminosulfonyl)-ia-biphenyl-4-yl]-2,2,2-trifluoroethyl}-Nl- 
(cyanomethyO-L-leucinamide; 

N2-{ (lS)4-[4'-(aminosulfonyl).l J -biphenyl-4-yl]-2,2,2-trifluoroethyl }-Nl- 
5 (cyanomethyl)-L-leucinainide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyI)-^ 
yl]ethyl }-L-Ieucinamide; 

10 Nl-(cyanomethyl>N2-{(lS).2,2.2-trifluoro-l-[4-(methylthio)-lJ-biphenyl-4-- 
yl]ethyl}-L-leucinaniide; 

N2-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl)-L-leucinaim 

15 Nl-(cyanomethyl)-N2.{(lR)-2,2,2-trifluoro-l-[4'-(methyIsulfonyl)-lJ-biphen^ 
yl]ethyl }-L'leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,24rifluoro-l-[4Hmorpholin-4-ylsulfo^ 
biphenyl-4-yl]ethyl }-L-leucinamide; 

20 

Nl-(cyanomethyI)-N2-{(lS)-2,2,2-trifluoro-l-[4-(isopropylsulfonyl)-l,l-biphe^^^ 
yl]ethyl }-L-leucinamide; 

N2-{(lS>l-[4Haininosulfonyl)-14'-biphenyl-4-yl]-2.2>trifluoroeA^^ 
25 (cyanomethyl)-l>-leucinamide; 

N2.((lS)4-{4*4(acetylamino)sulfonyl]-lJ'.biphenyM-yl}-2,2,2-tri 
(cyanomethyl)-L-leucinamide; 

30 Nl-(cyanomethyl)-N2-{(lS)-2.2,2-trifluoro-l-[2'-methyl-4Mmeth^^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N2-[ 1 .(5-broinothien-2-yI)-2,2,2-trifluoroethyl]-N 1 -(cyanoinethyl)-L-Ieucinainide; 
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N2.[l-(4-bromophenyl)-2,2,2-trifluoroethyI]-Nl-(cyanomethyl)-L-leucinamide; 

4-(4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2.2,2-trifluoro-et^ 
biphenyl-4-yl)-piperazine-l-carboxylic acid tert-butyl ester; 

5 

Nl-(cyanomethyl)-N2-[2.2>trifluoro-l-(4-piperazin-l-yI-lJ-biphenyl-4-yl)^^^ 
L-leucinamide; 

Nl-(cyanomethyI)-N2-(2,2,2-trifluoro-l-{4-[4-(2-hydroxyethyl)pi^^ 
10 biphenyl-4-yl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[4-(2-hydroxy-2-methylpropyl)piperaz^ 
1 -yl]- 1 , 1 -biphenyl-4-yl } ethyl)-L-leucinamide; 

1 5 Nl -(cyanomethyl)-N2-(l - { 4-[(dimethylamino)carbonyl]phenyl } -2,2,2-trifluoroethyl)- 
L-leucinamide; 

Nl-(cyanoniethyl)-N2-[2,2,2-trifluoro-l -(4 -piperazin- 1 -yl- 1 , 1 -biphenyl-4-yl)ethyl]- 
L-leucinamide; 

20 

Nl-(cyanomethyl)-N2-(l-{4-[(cyclopropylamino)carbonyl]phenyl}-2,2,2- 
trifluoroethyl)-L-leucinamide; 

4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl}- 
25 benzoic acid; 

N 1 -(cyanomethyl)-N2-(2,2,2-trifluoro- 1 - { 4 -[4-(2-fluoroethyl)pipera2in- 1 -yl]- 1,1- 
biphenyl-4-yl }ethyl)-L-leucinamide; 

30 Nl-(cyanoniethyl)-N2.(2,2,2-trifluoro-l-{4-[(4-methylpiperazin-l- 
yI)carbonyl]phenyl}ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-{[4-(2-hydroxy-2-methylpropyl)piperazin- 
l-yl]carbonyl}phenyl)ethyl]-Heucinamide; 
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NlKcyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(2-methyl-l,3-thiazol-4- 
yl)phenyl]ethyl }-L-leucinamide; 

5 N2-{l-[4-(3-tert-butyl-1.2,4-triazin-5-yl)phenyI]-2,2,2-trifluoroe^^^^ 
(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-{2-[3-(methylsulfonyl)phenyl]-l,3- 
thiazol-4-yl } phenyl)ethyI]-L-leucinainide; 

10 

Nl-(cyanomethyl)'N2-((lS)-2,2,2-trifluoro-l-{4-[2KlH-pyrazol-4-yl)-13-thia^ 
yl]phenyl }ethyl)-L-leucinaniide; 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[4-(methylsulfonyl)pipera2in-l-^^ 
15 biphenyl-4-yI }ethyl)-L-leucinamide; 

N2-[ 1 -(3-bromophenyl)-2,2,2-trifluoroethyl]-N 1 -(cyanomethyl)-L-leucinaniide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(methylthio)-lJ-biphenyl-3-^^ 
20 leucinamide; 

Nl-(cyanomethyl)-N2-^[2,2,2-tr!fluoro-l-(3-pyridin-4-ylphenyI)ethyl]-I^leuci^ 

N 1 -(cyanomethyl)-N2-[2,2,2-trifluoro- 1-(4 -piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)ethyl]- 
25 L-leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,24rifluoro-l-[4-(methylsulfonyl)-14-bipheny 
yl]ethyl }-I^leucinamide; 

30 N-(cyanomethyl)- 1 -[(2,2,2-trifluoro- 1 -phenylethyl)ainino]cyclohexanecarboxamide; 

1 - { [ 1 -(4-bromophenyl)-2,2,2-trifluoroethyl] amino } -N- 
(cyanomethyl)cyc]ohexanecarboxamide; 
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N-(cyanoniethyl)- 1 - { [2,2,2-trifluoro- 1 -(4 -piperazin- 1-yl- 1 , 1 -biphenyl-4- 
yl)ethyl]amino } cyclohexanecarboxamide; 

N 1 -(cyanomethyI)-N2-[2,2,2-trifluoro- 1 -(4-piperidin-4-ylphenyl)ethyl]-L- 
5 leucinamide; 

Nl-(cyanomethyl)-N2-{2.2,24rifluoro-l-[4-(4-pyridin-2-ylpiperazin-l- 
yOphenylJethyl }-L-leucinamide; 

10 N2-[l-(4-bromophenyl)-2,2,2-trifluoroelhyl]-Nl-(cyanomethyl)-3- 
cyclopropylalaninamide; 

Nl-(cyanomethyl)-3-cyclopropyl-N2-[2,2,2-trifluoro-l-(4-pyridin-4- 
ylphenyl)ethyl]alaninamide; 

15 

Nl-(cyanomethyl)-N2-[2,2,2-trifluoro-l-(4-pyridin-4-yl-14-biphenyl-4-yl)^^^ 
leucinamide; 

Nl-{cyanomethyl)-N2-[(lR)-2,2,2-trifluoro-lK13-thiazol-2-yl)ethyl]-L-k 

20 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-lK4-methoxy-14-biphenyl^^^ 
leucinamide; 

Nl-(cyanomethyl)-N2.[(lS)-2,2.2-trifluoro-l-(4-methoxyphenyl)ethyl]-L- 
25 leucinamide; 

Nl-(cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-yl-ia-biphenyM 
yl)ethyl]-L-leucinamide; 

30 Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(4-phenoxyphenyl)ethyl]-I^ 
leucinamide; 

N2-[(lS)-l-(4-bromo-l,l-biphenyl-4-yI)-2.2,2-trifluoroethyl]-Nl<cyanomeA 
leucinamide; 
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N2. { ( 1 S )- 1 - [4-(4-chloropyridin-3-yl)phenyl]-2.2,2-trifluoroethyl } -N 1 -(cyanomethyl)- 
L-Ieucinamide; 

N2- { ( 1 S> 1 -[4 -(acetylamino)-2'-methyl-l 4 -biphenyl-4-yl]-2,2>tri^ 
5 {cyanomethyl)-L-Ieucinamide; 

N2-[(lS)-l.(l,r-biphenyl-4-yl).2.2,2-trifluoroethyI]-Nl-(cyanomethyl)-L- 
leucinamide; 

10 Nl-(cyanomethyl>N2.{(lS>2,2,2-trifluoro-l-[4-(6-methoxypyridin-3- 
yl)phenyljethyl }-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4-(6-methoxypyridin-2- 
yl)phenyl]ethyl }-L-leucinainide; 

15 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4"-(methylsulfonyl)-14'^^ 
terphenyl-4-yl]ethyl } -L-leucinamide; 

N2-[(lS)-l-(4-bromophenyl)-2.2,2-trifluoroethyl]-Nl-(cyanomethyl)-3-(l- 
20 methylcyclopropyl)-L-alaninamide; 

Nl-(cyanomethyl)-3-(l-methylcyclopropyl)-N2-{(lS)-2,2,2-trifluoro-l-[4 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-alaninamide; 

25 Nl-'(cyanomethyI)-3-(l-methylcyclopropyl)-N2-{(iS)-2,2.2-trifluoro-l-[4- 
(methylthio)-l,r-biphenyl-4-y]]ethyl}-L-alaninaniide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluon)-l-(4-methyl-ia-bip^ 
leucinamide; 

30 

N2.[(lS)-l-(4'-acetyl-ia'.biphenyl-4-yl>2,2,2-trifluoroeth^ 
leucinamide; 
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Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[4Hhydroxyme%l)-lJ-^^ 
yl]ethyl }-L-leucinamide; 

N2.[l-(4-bromophenyI)-2,2,2-trifluoroethyl]-Nl-(cyanomethyI)-D-leucinamide; 

5 

Nl-(cyanomethyl)-N2-{2.2,2-trifluoro-144Mmethylsulfonyl)-14-biphenyl-4- 
yl]ethyl }-D-leuciiiamide; 

Nl-(cyanomethyl)-N2.{2,2,2-trifluoro-l-[4Hmorpholin-4-ylsulfonyl)-l,l -biphen 
10 yl]ethyl }-D-leucinamide; 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[(methylamino)sulfonyI]-14-biphen^ 
yl }ethyl)-D-leucinainide; 

15 Nl-(cyanomethyl)-N2-{(lR)-2.2.2-trifluoro-l-[4-(l-oxidopyridin-4-yl)phenyl]^^^ 
L-leucinamide; . . 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[4-(l-oxidopyridin-4-yI)phenyn 
leucinamide; 

20 

Nl-(cyanomethyI)-N2.(2,2,2-trifluoro-l-{4-[6-(l-hydroxy-l-methylethyl)-l- 
oxidopyridin-3-yl]phenyl}ethyl)-I^leucinamide; 

Nl-(cyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[6-(methylsulfonyl)pyridin-3- 
25 yl]phenyl}ethyl)-L-leucinamide; 

NlKcyanomethyl)-N2-(2,2,2-trifluoro-l-{4-[2-(4-methylpiperazin-l-yl)-13-thiM^^ 
yljphenyl }ethyl>l^leucinamide; 

30 N2.[ 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]-Nl -( 1 -cyanocyclopropyl)-L- 
leucinamide; 

N 1 -(cyanomethyl)-N2-[2,2,2-trifluoro- 1 -(4-piperazin- 1 -ylphenyl)ethyl]-L- 
leucinamide; 
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N2- { 1 -[3 -(acetylarnino)- 1 , 1 -biphenyl-4-yl]-2,2,2-trifluoroethyl } -N 1 -(cyanomethyl)- 
L-leucinamide; 

5 Nl -(cyanomethyl)-N2- { 2,2,2-trifluoro- 1 -[4-(4-propylpipera2in- 1 -yl)phenyl]ethyl } -L- 
leucinamide; 

Nl-(cyanomethyl)-N2-{2,2.2-trifluoiXhl-[4-(piperazin-l-ylcarbonyl)phenyl]eth 
leucinamide; 

10 

NlKcyanomethyl)-N2-[2,2,2-trifluoro-l-(4-{[4-(2-hydroxyethyl)piperazin-l^ 
yljcarbonyl ) phenyl)ethyl]-L-leuciTiamide; 

Nl-(cyanomethyl)-N2-[(lS)-2,2,2-trifluorO"l-(4-{3-[3-(trifluoromethy0 
1 5 oxadiazol-5-yl } phenyl)ethyl]-L-leucinainide; 

4-{l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro-ethyl^ 
benzoic acid methyl ester; 

20 Nl-(cyanomethyl)-N2.((lS)-2,2,2-trifluoro-l-{4-[(E)-2-quinolin-2- 
ylethenyI]phenyl}ethyl)-L-leucinamide; 

N 1 -(cyanomethyl)-N2- {(IS )-2,2 ,2-trifluoro- 1 -[4-(3-methyl- 1 ,2,4-oxadiazol-5- 
yl)phenyl]ethyl }-L-leucinamide; 

25 

N2-((lS)-l-{4-[3-(5-bromopyridin-3-yl)-l,2,4-oxadia2ol-5-yl]phenyl}-2,2,2- 
trifluoroethyl)-N ^ -(cyanomethyl)-L-Ieucinamide; 

N2-[(lS)-l-(4-benzoylphenyl)-2,2,2-trifluoroethyl]-Nl-(cyanomethyl>L-leucinam 

30 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluom-l-[4-(thien-2-ylcarbonyl)phenyl]e* 
leucinamide; 

Nl-(cyanomethyl)-N2.{(lS>2,2.24rifluoro-l-[4-(l,3-thia2ol-2- 
35 ylcarbonyl)phenyl]ethyl } -L-leucinamide; 
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15 



Nl-(cyanomethyl>N2.[(lS)-2,2,2-trifluoro-l-(4-{(Z).2.[4- 
(methylsulfonyl)phenyl]ethenyl}phenyl)ethyl]-L-leucinamide; 

5 Nl-(cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-l-(4-{(E)-2-[4- 
(methylsulf onyl)phenyl]ethenyI } phenyl)ethyl] -L-leucinamide; 

Nl-(cyanomethyl)-N2.[(lS)-2,2,2-trifluoro-l-(4-isobutyi7lphenyl)eft 
leucinamide; 

10 

N2-{(lS)-l-[4-(4-bromo-13-thiazol-2-yl)phenyl]-2.2,2-trifluoroethyl}-Nl- 
(cyanoinethyl)-L-Ieucinainide; 

Nl-(cyanomethyl)-N2-[(lS)-l<4-cyanophenyl)-2,2,2-trifluoroethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lS)-l-(4-ethynylphenyl)-2,2.2-trifluoroethyl]-L-ieucinanu 

Nl-(cyaTiomethyl)-N2-[(lS)-2,2,2-trifluoro-l-(2-fluoro-lJ-biphenyM-yl)^^^ 
leucinamide; 

Nl-(cyanomethyl)-N2. { (lS)-2,2,2-trifluoro- 1 -[4-(l ,3-thiazol-2-yl)phenyl]ethyl } -L- 
leucinamide; 

Nl -(cyanomethyl)-N2. { 2,2,2-trifluoro-l -[4 -(methylthio)- 1 , 1 -biphenyl-4-yl]ethyI } -L- 
25 leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro4-[4-(2-methylquinoIin-7-yl)phenyl]ethyI}-^^ 
leucinamide; 

30 Nl-(cyanomethyI)-N2.{2,2,2-trifluoro-l-[4-(lH-indol.5-yl)phenyl]ethyl}-L- 
leucinamide; 

Nl>(cyanomethyl)-N2-{l-[4-(dimethylamino)-l.r-biphenyM-yl]-2,2,2- 
trifluoroethyl } -L-leucinamide; 



20 



35 
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Nl-(cyanomethyl)-N2-[(lS>l-(4-{[(cyanomethyl)amino]carbonyl)phenyl)-2,2,2- 
trifluoroethylJ-L-leucinamide; 

Nl-(cyanomethyl)-N2-[(lR)-l-(4-{[(cyanoniethyl)amino]carbonyl}phenyl)-2,2,2- 
5 trifluoroethyl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-{2,2,2-trifluoro-l-[3-(methylsulfonyl)-14-bipheny^ 
yl]ethyl }-L-leucinamide; 

10 4 -{ l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluoro^^ 
biphenyl-4-carboxyIic acid; 

4-{ l-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-2,2,2-trifluorc>-ethyl }- 
biphenyl-4-carboxylic acid methoxy-methyl-amide; 

15 

Nl-(cyanomethyl>N2.{ (lS)-2,2,2-trifluoro-l-[4-({ [4- 
(methylsulfonyl)benzyl] thio } methyl)phenyl]ethyl } -L-leucinamide; 

N2-{ (lS)-l-[4-(5-chloropyridin-2-yl)phenyl]-2,2,2-trifluoroethyl } -Nl-(cyanoinethyl)- 
20 L-leucinamide; 

N2-{(lS)4-[3-(aminosulfonyl)-4-bromo-14-biphenyl-4-yl]-2,2,2-trifluoro 
Nl-(cyanomethyl)-L-leucinainide; 

25 N2-{(lS)-^[4^-bromo-3'-(methylsulfonyl)-la-biphenyl-4.yl].2,2^ 
N 1 -(cyanomethy 1 )-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-((lS>2,2,2-trifluoro-l-{4-[5-niethyl-6- 
(methylsulfonyI)pyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

30 

N2.[(lS)-l-(4-{5-chloro-3-[4-(methylsulfonyl)phenyl]pyridin-2-yl}phenyl)-2,2.2- 
trifluoroethyl]-Nl-(cyanomethyl)-L-leucinamide; 
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Nl~(cyanomethyl)-N2-((lS)-2,2,2-trifluoro-l-{4-[(phenylthio)methyl]phenyl}eth 
L-Ieucinamide; 

Nl-(cyanomethyl)-N2-((lS)-2,2,24rifluoro-lM4-[(lrifluoromethyl)su^^^^ 
5 biphenyl-4-yl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl>N2-[(lS)-2,2,2-trifluoro-l-(4-{[(4- 
fluorobenzoyl)aminolmethyl}phenyl)ethyl]-l^leucinamide; 

10 Nl-(cyanomethyl)-N2-{ (lS)-2,2,2-trifluoro-l-[4-(methylsulfonyl)phenyl]e%^ 
leucinamide; 

Nl-(l-cyan(x:yclopropyl)-N2-{(lS)-2,2,2-trifluoro-l-[4'Kmethylsulfonyl)-l^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

15 

Nl-(cyanomethyl)-N2-{(lS)-l-[4Hethylsulfonyl)-ia-biphenyM^^^ 
trifluoroethyl } -L-leucinamide; 

N2-((lS)-l-{4-[({[3-(2-chloro-6-fluorophenyl)-5-methylisoxa2ol-4- 
20 yl]carbonyl } amino)niethyl]phenyl } -2,2,2-tiifluoroethyl)-N' -(cyanomethyl)-L- 
leucinamide; 

N2-(( 1 S)- 1 - { 4- [(9-chloro-3-methyl-4-oxoi soxazolo[4,3-c]quinolin-5(4H)- 
yl)methyl]phenyl } -2,2,2-txifluoroethyl)-N' -(cyanomethyl)-L-leucinaniide; 

25 

Nl-(cyanomethyl)-N2-{(lS)-2,2>trifluoro-l-[4'-methoxy-3HmethylsulfonyO^ 
biphenyl-4-yl]ethyl ) -L-leucinamide; 

N2.{(lS)-l-[4"-ch]oro-4Kmethylsulfonyl>ia':2\r-te^^^ 
30 trifluoroethyl }-Nl-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[2-methoxy-4-(methylsulfonyl)-14- 
biphenyl-4-yl]ethyl } -L-leucinamide; 
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N2-{(lS)-l-[2'^hloro-4-(methylsulfonyl)-14-biphenyl-4-yl]-2A2-t^ 
Nl-(cyanoinethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2<(lS)-2,2>trifluoro-l-{4^[(2.hydroxyethyI)thio]-ia- 
5 biphenyl-4-yl }ethyl)-L-leucinamid;e 

NlKcyanomethyl)-N2-{(lS)-2,2,2-trifluoix)-l-[3-fluoro-4Hme*^^ 
biphenyl-4-yI]ethyl }-L-leucinamide; 

10 Nl-(cyanomethyl)-N2.((lS)-2,2,2-trifluoro-l-{4'-[(2-hydroxyethyl^^^^ 
biphenyl-4-yl }ethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{(lS)-2,2,2-trifluoro-l-[3Hmethylsulfonyl)-14-^^ 
yl]ethyl }-L-leucinamide; 

15 

Nl-(cyanomethyl>N2.{(lS)-2,2,2-trifluo^o-^[4^{2-[methoxy(methyl)amin^ 
oxoethyl }sulfonyl)-l,l -biphenyl-4-yl]ethyI }-L-leucinainide; 

Nl-(cyanomethyl)-N2-((lS)-2,2,2-trifluoro-l-{4'-[(2-hydroxy-2- 
20 methylpropyl)sulfonyl]- 1 , 1 -biphenyl-4-yl } ethyl)-L-leucinainide; 

N2-{ (lS)-l-[4*Kaminosulfonyl)- 1 J '.biphenyl-4-yl]-2,2,2-trifluoroet^^^ 
cyanocyclopropyl)-L-leucinainide; 

25 N2-[(4-bromophenyl)(2,4,6-trifluorophenyl)methyI]-Nl-(cyanoniethyl)-L- 
leucinamide; 

Nl-(cyanomethyI)-N2-[(4-pyridin-4-ylphenyl)(2,4,6-trifluorophenyl)methyl]-L- 
leucinamide; 

30 

Nl-(cyanomethyl)-N2-[[4-(4-fluoit>benzyl)phenyl](phenyl)methyl]-L-leucinanu 
Nl-(cyanomethyl)-N2-{phenyl[4-(pyridin-3-ylmethyl)phenyl]methyl}-L4eucinam 
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N2-{(4-brornophenyl)[4-(methylsulfonyl)phenyl]methyl)-Nl-(cyanomethyl)-L- 
leucinamide; 

N 1 -(cyanomethyl )-N2- { [4-(methylsulf onyl)phenyl] [4 -(methylthio)- 1 , 1 -biphenyl-4- 
5 yl]methyl }-L-leucinainide; 

Nl-(cyanoinethyl)-N2.{ [4 -(methylsulfonyl)-! , 1 -biphenyl-4-yl] [4- 
(methylsulfonyl)phenyl]methyl } -L-leucinamide; 

10 A^l«(cyanomethyl)-A^-[2,2,2-trichloro-l-(4-glycoloylphenyl)ethyl]-L-te 

iVl-(cyanomethyl)-yv2-[2-fluoro-l-(fluoromethyl)-l-phenylethyl]-L-leucmainid^ 

//I -(cyanomethyl)-N2- { 2,2,2-trifluoro- l-[4-(pyrrolidin- 1 -ylacetyl)phenyl]ethyl } -L- 
15 leucinamide; 

Nl-(cyanomethyl)-A^- { 2,2,2-trifluoro-l-[4-(piperazin- l-ylcarbonyl)phenyl]ethyl } -L- 
leucinamide; 

20 M-(cyanomethyl)-A^-(2,2.2-trifluorD-l-{4-[2-(4-methylpiperazin-l-yl)43 
yllphenyl }ethyl)-L-leucinamide; 

-( 1 -cyanocyclopropyl)-3-( 1 -inethylcyclopropyl)-A^-(2,2,2-trifluoro-l - {4-[l-(2- 
hydroxyethyl)prolyl]phenyl}ethyl)-L-alaninamide; 

25 

A^-[ [4-(4-rgrt-butylpiperazin- 1 -yl)phenyl] (pentafluorophenyl)niethyl]-iVl - 
(cyanomethyl)-L'leucinamide; 

iV-(cyanomethyl)-l-{ l-[4-(4-methylpipera2in-l-yl)phenyl]ethyl }piperidine-2- 
30 carboxamide; 

iV2-[[4-(4-rert-butylpipeimin-l-yl)phenyl](pyridin-2-yl)methyI]-Nl-(cyanom 
leucinamide; 
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N2- { [4-(4-ferr-butylpiperazin- 1 -yOphenyl] [5-(trifluoroniethyl)pyriclin-2-yl]inethyl } - 
iVl -(cyanomethyl)-L-leucinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[(lS)-l-(4-pipera2in-l-ylphenyl)ethyl]-L^ 
S prolinamide; 

(4S)-NKcyanomethyl)-4-methyl-l-[(lR)-l-(4-piperazin-l-yIphenyl)ethyl]-L- 
prolinamide; 

10 N-(cyanomethyl)-l-[(lS)-l-(4-piperazin-l-ylphenyl)ethyl]-L-prolinamide; 

N-(cyanomethyl)-l-[(lR)-l-(4-piperazin-l-ylphenyl)ethyl]-I^prolinamide; 

N-(cyanomethyl)-4,4-difluoro-l-[(lS)-l-(4-piperazin-l-ylphenyl)ethyl]-L- 
15 prolinamide; 

N^-(l-cyanocyclopropyI)-N^-[(lS)-2,2,2-trifluoro-l-(4-inethylphenyl)ethyl]-L- 
leucinamide; 

20 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(lH-pyrazol-3- 
yl)pheiiyl]ethyl }-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methyl-l,3-oxazol-4- 
yl)phenyl]ethyl } -L-Ieucinamide; 

25 

-(cyanomethyl)-N^-[( 1 S)-2,2,2-trifluoro- 1 -(4-pyrazin-2-ylphenyl)ethyl]-L- 
leucinamide; 

N'-(cyanoniethyl)-N^-{(lS)-2,2,2.trifluoro-l-[4-(2-methylpyridin-4-yl)phenyl]ethy 
30 L-leucinamide; 

N'-(cyanoniethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(4-methylpyridin-3-yl)phenyl]ethyl}^ 
L-leucinamide; 
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N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro.l-[4-(lH-pyrazol-4- 
yl)pheny]]ethyl }-L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4-ylphen 
5 leucinamide; 

N2-[(lS>l-(3*-acetyl-l 4 -biphenyM-yl)-2.2,2-trifluorTO^^ 
cyanocyclopropyl)-Ueucinamide; 

10 N*-(l-cyancK:yclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(3-fluoro-4-met^^^ 
biphenyl-4-yl)ethyl]-L-leucinamide; 

N\-(l-cyanocyclopropyI)-N^-((lS)-2,2,2-trifluoro-l-{5-[4-(l-hydroxy-l- 
methylethyl)phenyl]pyridin-2-yl}ethyl)-L-leucinamide; 

15 

N'-(cyanomethyl)-N^-{(lS>2,2,33,3-pentafluoro-l-[4'-(l-hydroxy-l-methylet^ 
1,1 -biphenyl-4-yl]propyl }-L-leucinamide; 

N'-(l-cyanocycIopropyl)-N^-[(lS)-2,23,33-pentafluoro-lK4-me%l-14-biph^ 
20 yl)propyl]-L-leucinamide; 

N'-(cyanomethyl>N^-{(lS>2,2333-pentafluoro-l-[4-(6-methoxypyridin^^ 
yl)phenyl]propyl }-L-leucinainide; 

25 N*-(cyanomethyl)-N^-[(lS)-2.2333-pentafluoro-l-(2'-fluoro-l,l-biphenyl-4- 
yl)propyl]-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2.2-trifluoro-l-[4-methoxy-3Hmethylsul^ 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

30 

N^-{(lS)-l-[3Haminosulfonyl)-4'-methoxy-14'-biphenyl-4-yl]-2.2,2^ 
N'-(l-cyanocyclopropyl)-L-leucinamide; 

N^-(l<yanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-methoxypyridin-3- 
35 yl)phenyl]ethyl} -L-leucinamide; 
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N^-(cyanomethyl)-N^-{(lS)-2,2333-pentafluoro-l-[4-(5-methylpyridin-2- 
yI)phenyl]propyl}-L-leucinaniide; 

5 N^-(l-cyanocyclopropyl)-N^-((lS)-2,2,24rifluoro-l-{4-[5-(methylsulfonyl)pyri 
yljphenyl }ethyl)-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^M(lS)-2,2.2-trifluoro-l-[4-(5-niethyIpyridin-2- 
yl)phenyl]ethyl }-L-leucinainide; 

10 

N*-(cyanomethyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4^methylsul^^^ 
biphenyl-4-yl]ethyl ) -L-Ieucinamide; 

-(1 -cyanocyclopropyl)-4-fluoro-N^- { ( lS)-2,2,2-trifluoro- 1-[4 -(methylsulfonyl)- 
15 1,1 -biphenyl-4-yl]ethyl }-L-leucinamide; 

N^-(l-cyanocyclopropylH-fluoro-N^-((lS)-2,2,2-trifluoro4-[2-rnethyl-4- 
(methylsulfonyl)-l , 1 -biphenyl-4-yl]ethyl }-L-leucinamide; 

20 N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[5-(lH-pyrazol-3-yl)py^ 
yl]ethyl }-L-leucinamide; 

-( 1 -cyanocyclopropyl)-N^-[( 1 S)-2,2,2-trifluoro- 1 -(5-quinolin-5-ylpyridin-2- 
yl)ethyl]-L-leucinamide; 

25 

N*Kl-cyanocyclopropyl)-N^-[(lS)-2,2,2-lrifluoro-l-(5-quinoliTi-6-ylpyridin-2- 
yl)ethyl]-L-Ieucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2-difluoro-l-[4^methylsulfonyl> 
30 4-yl]ethyl } -I^leucinamide; 

N^-[(lS)-l-(4'-acetyl-ia'-biphenyl-4-yl)-2,23,33"Pentafluoro^^ 
cyanocyclopropyl)-L-leucinamide; 
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N^-[(lS)-l-(14'-biphenyl-4-yl)-2,2,2-trifluorc)ethyl]-N^Kl-cyanocycloprop^ 
leucinamide; 

N^-{(lS)4-[4Haminosulfonyl)-14-biphenyl-4-yl]-2,23.33-pentafluoropropy 
5 (l-cyanocyclopropyl)-L-leucinainide; 

N'-(lH:yanocyclopropyl)-N^-{(lS>l-[4-(l-ethoxyvinyl)phenyl]-2,2,2-tri 
L-leucinamide; 

10 N^-[(lS)-l-(4-acetylphenyl)-2,2,2-trifluoroethyl]-N*-(l-cyanocyclopn)pyl) 
leucinamide; 

N*-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-isopropylphenyl)ethyI]-L- 
leucinamide; 

15 

N'-(l-cyanocycIopropyI)-N^-[(lS)-2,2,2-trifluoro-i-phenylethyl]-L-Ieucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2.2,2-trifluoro-l-[4-(l-hydroxy-l- 
methylethyl)phenyl]ethyl } -L-leucinamide; 

20 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-i-[4-(l- 
methylcyclopropyl)phenyl]ethyl ) -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(2\4^6-trimethyl-14'-biphe 
25 yl)ethyl]-L-leucinamide; 

N^-[(lS)-l-(6-chloropyridin-3-yl)-2,2,2-trifluoroethyl]-N'-(l-cyanocyclopropyl)-L- 
leucinamide; 

30 N2-{(lS)-l-[5-(4-acetylphenyl)pyridin-2-yl]-2.2,2-trifluon)ethyl}-N 
cyanocyclopropyl)-L-leucinamide; 

N^-{{lS)4«[6>(4-acetylphenyl)pyridin-3-yl]-2,2,2-trifluoroethyl).N*-(l^ 
cyanocyclopropyO-L^leucinamide; 

35 
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N^-{(lS)-l-[5-(3-acetyIphenyl)pyridin-2-yll.2,2,2.trifluoroethyl}-^ 
cyanocyclopropyl)-L-leucinamide; 

N*-(l-cyan<x:yclopropyl)-N^-((lS)-2,2,2-trifluoro-l-{5-[4-(l- 
5 hyclroxyethyl)phenyl]pyridin-2-yl}ethyl)-L-leucinamide; 

N^-((lS)-l-(lJ'-biphenyl-4-yl)-2,2,3,3,3-pentafluoropiX)pyI]-N*-(^^^ 
leucinamide; 

10 N^-[(lS)-l-(4'-acetyl-14-biphenyl-4-yl)-2,23,33-pentafluoropropyl]^N*^ 
(cyanomethyO-L-leucinamide; 

N^-[(lS)-l-(l,r-biphenyl-4-yl)-2,2,3,3,3-pentafluoropropyl]-N^-(l- 
cyanocyclopropyl)-L-leucinaniide; 

15 

N -(l-benzyl-2,2,2-trifluoroethyl)-N -(l-cyanocyclopropyO-L-leucinamide; 

N^-[(lS)-l-(4-tert-butylphenyl)-2,2,2-trifluoroethyl]-N'-(l-cyanocycIopropyl)-L- 
leucinamide; 

20 

N^-t(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'-(cyanomethyl)-4-methyi-L- 
leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'-(l-cyanocyclopropyI)-4-methyl- 
25 L-leucinamide; 

N'-(l-cyanocycIopropyl)-N^-((lS)-2,2,2-trifluoro-l-{4-[2-(lH-pyrazol-4-yl)-l,3- 
thiazo]-4-yl]phenyl ) ethyl)-I^]eucinamide; 

30 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methyl-l,3-thiazol-4- 
yl)phenyl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methylpyridin-4- 
yOphenylJethyl }-L-Ieucinamide; 

35 



-254- 



wo 03/075836 



PCT/US03/06147 



N*-(l-cyanocyclopropyI)-N^-{(lS>2,2,2-trifluoro4-[4-(2-methylpyricIin-3- 
yl)phenyl]ethyl }-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-methylpyridin-^^ 
5 yl)phenyl]ethyl }-L-leucinamide; 

N^-[(lS)-l-(3'-acetyl-l 4 -biphenyl-4-yl)-2,2,2-trifluoroethyl] 
cyanocyclopropyl)-4-fluoro-L-leucinainide; 

10 N'-(l-cyanocyclopropylH-fluoro-N^-{(lS)-2,2.2-trifluoro-l-[4KlH-pyrazo 
yl)phenyl]ethyl }-L-leucinamide; 

N*-[(lS)-l-cyanoethyl]-N^-{(lS)-2,2,2-trifluoro-144HmethylsulfonyI> 
4-yl]ethyl }-L-leucinainide; 

15 

N^[(lS)-l-cyano-3<methylthio)propyl]-N^-{(lS>2.2,2-trifluoro-l-[4'- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-[(lS>l-cyano-3<methylsulfonyl)pn)pyl]-N^-{(lS)-2,2,2-ri 
20 (methyl sulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } -I^leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,3.3,3-pentafluoropropyl]-N^-(l-cyanocyclopropyl)- 
L-leucinamide; 

25 N'-(cyanomethyl)-N^-{(lS)-2,2333-pentafluoro-l-[4-(6-niethoxypyridin-2- 
yl)phenyl]propyl ) -L-leucinamide; 

N^-[(lS)-l<5-bit)mopyridin-2-yl)-2,2,2-trifluoroethyl]-N'-(cyanomethyl)^^^ 
leucinamide; 

30 

N'-(cyanomethyl)-N^<(lS)-2,2.2-trifluoro-l-{5-[4-(methylsulfonyl)phenyl] 
yl }ethyl)-L-leucinainide; 

N^-(l-cyanocyclopropyl)-N^-{(lS>2,2,2-trifluoro-l-[4-(l-hydroxy-l-methyIethy 
35 1,1 -biphenyl-4-yi]ethyl } -L-leucinamide; 
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N^-(cyanomethyl)-N^-[(lS)-2,2,2-trifluoro-lK6-methyl-33-bipyridin-^ 
leucinamide; 

5 N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4.(6-methoxypyridin-2- 
yl)phenyl]ethyl }-L-leucinamide; 

N^-(cyanon)ethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-oxo-l,6Klihydropyridi 
yl)phenyl]ethyl }-L-leucinamide; 

10 

(4S)-N^-(cyanomethyl).5,5,5-trifIuoro-N^-{(lS)-2,2,2-trifluoro-l-[4 
(methylsulfonyl)-l, 1 -biphenyl-4-yl]ethyl }-I^leucinamide; 

(4S)-N'-(l-cyanocyclopropyl)-5,5,5-trifluoro-N^-{(lS)-2,2,24rifluoro-l-[4- 
15 (methylsulfonyl)-! J -biphenyl-4-yl]ethyl}-l^Ieucinamide; 

(4S)-N^"(cyanomethyl)-5,5.5-trifluoro-N^M(lS)-2.2,2-trifluoro-l-r4*<methyI^ 
l,r-biphenyl-4-yl]ethyl }-L-leucinamide; 

20 (4S)-N'-(l<yanocyclopropyl)-5,5,54rifluoro-N^-{(lS)-2,2,2-trifluoro-l-(4'- 
(methylthio)-l,l -biphenyI-4-yl]ethyl}-L-leucinamide; 

(4S)-N^-[(lS)-lK4-bromophenyl)-2,2.2-trifluorc)ethyl]-N'-(cyanomethyl)-5,5,5- 
trifluoro-L-leucinamide; 

25 

(4S)-N^-[( 1 S)- 1 -(4-bromophenyl)-2,2,2-trifluoroethyl]-N * -( 1 -cyanocyclopropyl)- 
5,5,5-trifluoro-L-leucinamide; 

N^-{(lS)-l-[4-(6-aminopyridin-3-yl)phenyl]-2,2,2.trifluoroethyl}-N^-(cy 
30 L-leucinamide; 

N^-[(lS)-l-(4-bromopheTiyl)-2,2,2-trifluoroethyl]-N'-(l-cyanocyclopropyl)-4-fluoro- 
L-leucinamide; 
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-(cyanomethyl>N^- { ( 1 S)-2,2,3,3,3-pentafluoro- 1 -[4-(6-methylpyridin-3- 
yl)phenyl]propyl }-L-leucinamide; 

N'-(l<:yanocyclopropyl)-N^-{(lS)-2,2,3,33-pentafluoro-l-[4-(6-methylpyridin-3- 
5 yl)phenyl]propyl } -L-leucinamide; 

N*-(l-cyanc)cyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-t4K6-methylpyridin 
yl)phenyl]ethyl } -L-leucinamide; 

10 N"^(cyanomethyl)-N^-{(lS)-2,2.2-trifluoro-l-[4'-(l-hydroxyethyl)-l,^ 
yljethyl } -L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS).2,2,24rifluoro-l-[4'-(2,2,2-trifluoro-l-hy^^^ 
biphenyl-4-yl]elhyl } -L-leucinamide; 

15 

N'-(l-cyanocyclopropyl)-N^-((lS)-2,23.33-pentafluor(>l-[4-(methylthio)-l,l- 
biphenyl-4-yI]propyl } -L-leucinamide; 

N'-(l-cyanocyclopropyI)-N^-{(lS)-2,2,3,3,3-pentafluoro-l-[4'-(l-hydroxy-l- 
20 methylethyl)-l,l -biphenyl-4-ylJpropyl } -l-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2333-pentafluoro-l-[4Kmethylsulfonyl)-l,l- 
biphenyl-4-yl]propyl }-L-leucinamide; 

25 N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,3.3,3-pentafluoro-l-[4-(6-methoxypyridin-2- 
yl)phenyl]propyl } -L-leucinamide; 

(4R)-N*-(cyanomethyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4'- 
(methylsulfonyl)-l ,1 -biphenyl-4-yl]ethyl }-L-leucinamide; 

30 

(4R)-N*-(l-cyancKyclopropyl)-5,5,5-trifluoro-N^-{(lS>2.2,2-trifluoro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyI-4-yl]ethyl } -L-leucinamide; 

N'-(cyanomethyl)-N^-[(lS)-2,233,3-pentafluoro-l-(4-methyl-l,l-biphenyl-4- 
35 yl)propyl]-L-leucinamide; 
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N*-(cyanomethyl)-N^-{(lS)-2,2,3,3,3-pentafluorO'l-[4.(13-thia2ol-2- 
yOphenyljpropyl } -L-leucinamide; 

5 N'-(l-cyanocyclopropyl)-N^-[(lS)-l-(4-ethynylphenyl)-2,2,3,3,3-pentafluoropropyl]- 
L-leucinamide; 

N'-(cyanomethyI)-N^-{(lS)-l-[4-(cyclopropylethynyI)phenyl]-2,2,2-tri 
leucinamide; 

10 

N^-(l«cyaTiocyclopropyl)-N^-{(lS)-l-[4-(cyclopropylethynyl)phenyl]-2,2,2- 
trifluoroethyl } -L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-methyl-13-thiazol-^^ 
1 5 yl)phenyl]ethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l,3-thia2oI-2- 
yl)phenyl]ethyl } -L-leucinamide; 

20 N^~(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoix)-l-[4-(5-methyl-13-thiazol-2- 
yl)phenyl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(cyclopropylethynyl)phenyl]-2,2,3,3,3- 
pentafluoropropyl } -L-leucinamide; 

25 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(4-methyl-l,3-thiazol-2- 
yl)phenyl]ethyl } -L-leucinamide; 

N^-(cyanomethyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(4-methyl-l,3-thiazol-2- 
30 yl)phenyl]ethyl } -L-leucinamide; 

N*-(cyanomethy])-N2-{(lS)-l-[4-(4,5-dimethyl-1.3-thia2ol-2-yl)phenyl]-2,2,2- 
trifluoroethyl } -L-Ieucinamide; 
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N'<l-cyanocyclopropyl)-N^M(lS)-l-[4Hethylsulfonyl)-ia-biphenyl-4-yl^ 
trifluoroethyl } -4-fluoro-L-leucinamide; 

N*<lK:yanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridiii-3- 
5 ylphenyl)ethyl]-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-methoxy-3- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ediyl } -L-leucinamide; 

10 N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N"-(cyanomethyl)-L-alaninamide 

N^-{(lS)-l-[4-(aminosulfonyl)-14-biphenyl-4-yl]-2,2,3,33-pentafluoropro^ 
(cyanomethyl)-L-leucinamide; 

15 N*-(cyanomethyl)-N^-((lS)-2,23,33-pentafluorc>-l-{4'-[(2-hydroxy-2- 
methylpropyl)sulfonyl]-l,l -biphenyl-4-yl }propyl)-L-leucinamide; 

N*-(cyanomethyl)-N^-{(lS)-2,2>trifluoro-l-[4Hmethylsulfonyl)-l,^ 
yl]ethyl }-L-alaninamide; 

20 

N' -(cyanomethyl)-N^- { ( 1 S)-2,2,3 ,3,3-pentafluoro- 1 -[4 -(isopropylsulfonyl)-l , 1 - 
biphenyl-4-yI]propyl } -L-leucinamide; 

N'<l-cyano-l-methylethyl)-N2-{(lS>2,2,2-trifluoro-l-[4'-(methyk 
25 biphenyl-4-yl]ethyl }-L-leucinamide; 

N'-(l-cyanocyclopropyI)-N^-((lS)-2,2,2-trifluoro-l-{4-[(2-hydroxy-2- 
methylpropyl)sulfonyI]- 1 , 1 -biphenyl-4-yl j ethyl)-L-leucinamide; 

30 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[2-methyl-4-(methylsuIfo^ 
1 , 1 '-biphenyl-4-yl]ethyl } -L-leucinamide; 

N^<l-cyanocyclopropyl)-N^-{(lS)-l-[4'-(ethylsulfonyl)-ia-biphenyM^^^ 
trifluoroethyl }-L-Ieucinamide; 

35 
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N^M(lS)4-[4Haminosulfonyl)-ia-biphenyl-4-yl]-2,2,2-trifluoroethyl}-N^-^ 
cyanocyclopropyl)-4-fluoro-L-leucinaniide; 

N*.(cyanomethyl)-N^-{(S)-[4-(methylsulfony])-l,l-biphenyl-4-yl][4- 
5 (trifluoromethoxy)phenyl]methyl }-L-leucinami<le; 

N* -(cyanomethyl)-N^-[(S)-[4 -(methylsulfonyl)-! , 1 -biphenyl-4-yl](lhien-2-yl)methyl]- 
L-leucinamide; 

10 N'<cyanomethyl)-N^-[(S)-(4-piperazin-4-ium-l-yl-l,l-biphenyl-4-yl)(*^^ 
yl)methyl]-L-leucinamide methanesulfonate; 

. N*-(cyanomethyl)-N^- { (S)-(4-fluorophenyl)[4 -(methylsulfonyl)-l,^-biphenyl-4- 
yl]methyl }-L-leucinamide; 

15 

N^-(cyanomethyl)-N2.{(S)-[4'.(methylsulfonyl)4,l'-biphenyl-4-yl][4- 
(trifluoromethyl)phenyl]methyl } -L-leucinamide; 

N^-{(S)-(4^hlorophenyl)[4*Kmethylsulfonyl)«14-biphenyl-4-yl]methyi}-^ 
20 (cyanomethyl)-L-leucinamide; 

N ^ -(cyanomethyl)-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4Hmethylsulfonyl)-l J -^^ 
yl]ethyl }-L-norvalinamide; 

25 N^-[(S)-(4-bromophenyl)(thien-2-yl)methyl]-N^-(cyanomethyI)-L-leucinamide; 

N'-(cyanomethyl)-N^-[(S)44-(4,4,5,5-tetramethyl-13,2-dioxaborolan 
yl)phenyl](thien-2-yl)methyl]-L-Ieucinainide; 

30 N^- { (R)-(4-bromophenyl)[4-(trifluoromethoxy)phenyl]methyl } -N^ "(cyanomethyl)-L- 
leucinamide; 

N^-(cyanoniethyl)-N^-{(S)-[4-(4,4,5,54etramethyl-13,2-dioxaborolan-2-yl)p^^^ 
(trifluoromethoxy)phenyl]methyl ) -L-leucinamide; 
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N^-[(S)-(4-bromophenyl)(2-furyl)methyl]-N^-(cyanomethyl)-L-leucinamide; 

N^-(cyanomethyl)-N^-{(S)-2-furyl[4'-(methylsulfonyl)-14-biphenyl-4-^ 
leucinamide; 

5 

N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N'-(cyanomethyl)-L-norvalinaniid^ 

N^-{ (R)-(4-bromophenyI)[4-(trifluoroTnethyI)phenyl]methyl }-N'-(cyanomethyI)-L- 
leucinamide; 

10 

N*-(cyanomethyl)-N^-{l-[4H4-cycIopropylpiperazin-l-yl)-lJ-biphenyl-4-yl]-^^ 
trifluoroethyl l-L-norvalinamide; 

N^-[(R)-(4-bromophenyl)(4-chlorophenyl)methyl]-N*-(cyanomethyl)-L-leucinaTnide; 

15 

N'-(cyanomethyl)-N^-{2,2,2-trifluom-l-[4Hmethylsulfonyl)-l,l-biphenyM 
yl]ethyl }-L-norvalinamide; 

N^-[(S)-(4-bromophenyl)(3-Tnediylthien-2-yl)methyl]-N*-(cyanoniethyl)-L- 
20 leucinamide; 

N^-[(S)-(4-bromophenyl)(thien-3-yl)methyl]-N^-(cyanomethyl)-L-leucinamide; 

N*-(cyanomethyl)-N^-{(S)-(2,4-difluorophenyl)[4-(methylsulfonyl)-14-biphen 
25 yl]methyl } -L-leucinamide; 

N'Kcyanomethyl)-N^-[(S)-[4-(methylsulfonyl)-14 -biphenyM-yl](thien 
L-leucinamide; 

30 N'-(cyanomethyl)-N^-[(S)-[4-(methylsulfonyl)-14-biphenyl-4-yI](3-meth 
yl)inethyl]-L-Ieucinamide; 

N^-(cyanomethyl)-N^-[(S)-(4H4-cyclopropylpiperazin-l-yl)-l,l -biphenyl-4-yl](3- 
methylthien-2-yl)methyl]-L-leucinamide; 

35 
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N^-(cyanomethyl)-N^-[(S)-[4-(4-cyclopropylpiperazin-l-yl)-lJ-biphe^ 
3-yl)methyl]-L-leucinamide; 

N^-[l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(cyanomethyl)-5,5,5-trifluoro^ 
5 norvalinamide; 

N'-(cyanomethyl)-5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Hmeth^^ 
biphenyI-4-yl]ethyl } -L-norvalinamide; 

10 N^-[(S)-(4-bromophenyl)(3-methylthien-2-yl)methyl]-N^-(l<yanocyclopropyl)-^ 
leucinamide; 

N^-(l-cyanocyclopropyl)-N^-[(S)-[4'-(methylsulfonyl)-14-biphenyl-4-yl](3- 
methylthien-2-yl)methyll-L-leucinamide; 

15 

N^-(cyanomethyl)-N^-{(S)-3-furyl[4'Kmethylsulfonyl)-14-biphenyM^^ 
leucinamide; 

N^-(l-cyanocyclopn)pyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Hmethylsulfonyl)-l^ 
20 biphenyl-4-yl]ethyl }-L-norvaIinamide; 

N^4(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N*-(l-cyanocyclopropyl)-L- 
norvalinamide N^-[(S)-(4-bromophenyl)(4-bromothien-2-yl)methyl]-N*- 
(cyanomethyl)-L-leucinamide; 

25 

N^-[(S)-(4-bromophenyl)(lhien-3-yl)niethyl]-N^ -( 1 -cyanocyclopropyl)-L-leucinamide; 

N*-(cyanomethyl)-N^K(S)-[4'-(methylsulfonyl)-14'-biphenyl-4-yl]{^^ 
(methyIsuIfonyl)phenyl]thien-2-yl}methyl)-L-leucinamide; 

30 

N'-(l<yanocyclopropyl)-N^-[(S)-[4-(methylsulfonyl)-lJ-biphenyl-4-yI](thie^ 
yl)methyl]-L-leucinamide; 

N^-{(lS>l-[4^aminosulfonyl)-l,r-biphenyl-4-yl]-2,2,2-trifluorM^^ 
35 cyanocyclopropyO-L-norvalinamide; 
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N^- [(S)-(4-broinophenyl)(4-bromothien-2-yl)methyl]-N ' -( 1 -cyanocyclopropyl)-L- 
leucinamide; 

5 N^.[(S)-[4*-(aniinosulfonyl)-ia-biphenyl-4-yl](thien>3-yl)m^^^ 
cyanocyclopropyl)-L-leucinamide; 

N^-[(S)-[4-(aminosulfonyl)-l,r-biphenyl-4-yI](thien-3-yl)methyl]-N*-(^ 
L-leucinamide; 

10 

N^-(l-cyanocycIopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-methoxy-3Hmethylsul^^^ 
1 ,1 -biphenyl-4-yl]ethyl }-L-norvaIinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro4-[4-(2-niethylpyridin-4- 
1 5 yl)phenyl]ethyl } -L-norvalinamide; 

N'Kl-cyanocyclopropyl>5,5,5-trifluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyO-l , 1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

20 N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2.2-trifluoro-l-[4-(lH-pyrazol-3- 
yl)phenyl]ethyl }-L-norvalinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l-methyIet^ 
1 ,1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

25 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-methylpyridin-2- 
yl)phenyl]ethyl }-Lrnorvalinaniide; 

2-{[(4-Bromo-phenyl)-pyridin-4-yl-methyl]-ainino}-pentanoic acid cyanomethyl- 
30 amide; 

2-{ [(4-Bromo-phenyl)-thiazol-2-yl-methyl]-aniino+}-pentanoic acid cyanomethyl- 
amide; 
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(2S)-2-[(S)-l-(4-Acetylbiphenyl-4-yl>2,2,2-trifluoroe%lamino]-pentanoicacid(l- 
cyanocyclopropyl)-amide; 

(2S)-2-[(S>l-(2\4-Difluorobiphenyl-4-yl)-2,2,2-trifluon5ethylamino]-pent^^ acid 
5 (1 -cyanocyclopropyl)-amide; 

(2S)-2-[(S)-lK3^4-Difluo^obiphenyl-4-yl)-2,2,2-trifluo^oethyIamino]-penUnoi acid 
(l-cyanocyclopropyl)-amide; 

10 (2S)-2-[(S)-lK3-Chloro-4'-fluorobiphenyl-4-yl)-2,2,2-trifluoroethylam 
acid (l-cyancK:yclopropyl)-ainide; 

(2S>2-[(S)-2,2,2-Trifluoro-l-(4-methanesulfonylamino-biphenyl-4-yl)-et^ 
pentanoic acid (l-cyano-cyclopropyl)-ainide; 

15 

(2S)-2-{ (S)-[(4-Bromo-phenyl)-thiazol-2-yl-methyl]-aniino }-4-methylpentanoic acid 
cyanomethyl-amide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2.2,2-trifluoro-l-[4-chloro-14-bip^ 
20 yl]ethyl } -L-norvalinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2.2-trifluoro-l-[4'-<:hloro-3 -methyl 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

25 N^-(l-cyanocyclop^opyl)-N^-{(lS)-2,2,2-trifluo^o-^[4'-chlo^o-2-^lethyl-l.r- 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

(2S)-2-{ (S)-2,2,2-Trifluoro-l-[4-(lH-indol-5-yl)-phenyl]-ethylamino } -pentanoic acid 
( 1 -cyano-cyclopropyl)-amide; 

30 

(2S)-2-((S)-2,2,2-Trifluoro-l-(3-methanesulfonylamino-biphenyl-4-yl)-ethylamino]- 
pentanoic acid (l-cyano-cyclopropyl)-amide; 
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N'Kl-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro4-[4'-fluoro-l,l-biphenyl-4- 
yl]ethyl }-L-norvalinamide; 

N*K1 -cyanocyclopropyl)-N^-{ (lS)-2,2,2-trifluoro4-[4 -fluoro-3 -methyl-14 - 
5 biphenyU4-yl]ethyl }-L-norvalinami(le; 

N^.(l-cyanc)cyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[3-fluoro-4'-^^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

10 N*-(l-cyanc)cyclopropyl)-N^-{(lS)-2,2,2-trifluoro4-[4-trifluoromeA^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

(2S)-2-[(S)-2,2,2-TrifluorcHl-(4-methylbiphenyl-4-yl)-ethylamino]-pent^^ (1- 
cyanocyclopropyl)-amide; 

15 

(2S)-2T[(S)-l-(4-Cyanobiphenyl-4-yl)-2,2,2-trifluoroethylamino]-pentan acid(l- 
cyanocyclopropyO-amide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-methoxy-14-bi^^^ 
20 yl]ethyl } -L-norvalinamide; 

N*-(l-cyanocyclopropyI)-N^-{(lS)-2,2,2-trifluoro-l-[4-(benzo[l,3]dioxoI-5- 
yl)phenyl]ethyl } -L-norvalinamide; 

25 N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(methoxycarbonyl)-l,l- 
biphenyl-4-yi]ethyl } -L-norvalinamide; 

(2S)-2-{ (S)-[(4-Bromophenyl)-thiazol-2-yl-methyl]-amino }-4-methylpentanoic acid 
( 1 -cyanocyclopropyl)-amide; 

30 

(2S)-2-{(S)-[(4-Methanesu]fonyl-biphenyl-4-yl)-thia2ol-2-yl-methyl]-amino}-4- 
methyl-pentanoic acid cyanomethyl-amide; 

(2S)-2-[(S)-2.2,2-TrifIuoro-l-(4-trifluoromethyl-biphenyl-4-yl)-ethylamino]- 
35 pentanoic acid (l-cyano-cyclopropyl)-amide; 
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(2S)-2-[(S)-2,2,2-Trifluoro-l-(2'4rifluoromethyl-biphenyl-4-yI)-ethylamino]- 
pentanoic acid (l-cyano-cyclopropyl)-amicle; 

5 (2S)-2-{ (S)-[(2\4 -Difluorobiphenyl-4-yl)4hiazol-2-yl-methyl]-amino }-4- 
methylpentanoic acid (l-cyanocyclopropyl)-amide; 

(2S)-2- { (S)-[(4 -Methanesulfonylbiphenyl-4-yl)-thiazol-2-yl-methyl]-amino } -4- 
methylpentanoic acid (l-cyanocyclopropyl)-ainide; 

10 

N'-(l<yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-oxido-23-^ 
1 -benzothien-5-yl)phenyl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l>[4-(l,l-dioxido-2,3-dihydro-l-benzothien-5- 
15 yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-r4-(l,l-dioxido-2,3-dihydro-l,2-benzisothiazol- 
5-yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

20 N*-(l-<:yanocyciopropyl)-4-fluoro-N^-{ (lS)-2,2>trifluoro-l-(4 -(methyls 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(l,l-dioxido-3''Oxo-2,3-dihydro-1.2- 
benzisothiazol-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

25 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[2-(l-hydroxy-l- 
methylethyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N*-(l<yanocyclopropylH»4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfo^ 
30 1,1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

N*-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsulfonyI)-lJ- 
biphenyl-4-yl]ethyl } -L-norvalinamide; 
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N*-(cyanomethyl)-4.fluoro-N^-{(lS)-2,2,24richloro-l-[4Hmethylsulfonyl)-l,l- 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropylH-fluoro-N^-{(lS)-2,2,2-trichloro-l-[4-(methylsulfo^ 
5 1,1 -biphenyl-4-yl]ethyl ) -L-leucinamide; 

N'-(l<yanocyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trichloro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

10 N'Kcyanomethyl)-4Adifluoro-N^-{(lS)-2,2,24richloro-l-[4Hmethylsulfo^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

(2S)-NKcyanoniethyl)-4,4-difluoro-2-({(lS>2,2,2-trinuoro-l-[4-(niethylsulfonyl)- 
1 , 1 -biphenyl-4-yl]ethyl } amino)bulanamide; 

15 

(2S)-N-(l-cyanocyclopropyl)-4,4-dinuoro-2-({(lS)-2,2,2-trifluoro-l-[4- 
(niethylsulfonyl)-l 4 "biphenyl-4-yl]ethyl }anuno)butanamide; 

(2S)-N-(l-cyancK:yclopropyl)-4,4-difluoro-2-({(lS)-2,2,2-trichloro-l-[4- 
20 (methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyI } amino)butanamide; 

(2S)-N-(cyanomethyl)-4,4-difluoro-2-({(lS)-2,2,2-trichloro-l-[4-(niethylsul^ 
1 , 1 -biphenyl-4-yl]ethyl } ainino)butananiide; 

25 (2S)-4,4-dichloro-N-(cyanomethyl)-2K{(lS)-2,2,2-trifluoro-l-[4Hniethylsulfo^ 
1,1 -biphenyl-4-yl]ethyl }amino)butanamide; 

(2SH.4-dichloro-N-(l-cyanocyclopropyl)-2-({(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } ainino)butananiide; 

30 

(2SH.4-dichloro-N-(l-cyanocyclopropyl)-2-({(lS)-2,2,2"trichloro-l-[4- 
(methyl sulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } amino)butanamide; 

(2S)-4,4-dichloro-N-(cyanomethyl)-2K{(lS)-2.2.2-trichIorcKl-[4-(methylsulfo^ 
35 1,1 -biphenyl-4-yl]ethyl }amino)butanamide; 
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N^-[(lS)-l-(lJ-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N^-(l-cyanocyclopropy^ 
fluoro-L-leucinamide; 

5 N*-(l-cyanocyclopropyI)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3Hl-hydroxyeth 
1 , 1 -biphenyl-4-yI]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)^fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-methyl-lJ -biph 
4-yl)ethyl]-L-leucinamide; 

10 

N^-(l-cyanocyclopropyl)-4-fluorc>-N^-{(lS)-2,2,2-trifluoro-l-[3Hl-hydroxy-l- 
methylethyl)-!, 1 -biphenyI-4-yI]ethyl }-L-leucinamide; 

N^-[(lS)4K4-acetyl-l,r.biphenyM-yl)-2,2,2-trifluoroethyl]-N^-(l- 
1 5 cyanocyclopropyl)-4-fluoro-L-leucinainide; 

N^-[(lS)-lK2-acetyl-14-biphenyl-4-yl)-2,2,2-trifluoroeth^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

20 N'-(lK;yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxyet^ 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,24rifluoro-l-[2Hl-hydroxyethyl)- 
1,1 -biphenyl-4-yl]ethyl }-L-leucinainide; 

25 

N^-(l-cyan(xyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluorcKl-[4Hl-hydn)xy-l^ 
methylethyl)-! , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[2Hl-hydro 
30 methylethyl)-l,r-biphenyl-4-yl]ethyl}-L-Ieucinamide; 

N'-(l-cyanocyclopropyl)-4-fluor(>-N^-((lS>2,2,2-trifluoro-l-{5-[4- 
(methylsulfonyl)phenyl]pyridin-2-yl}ethyl)-L-leucinamide; 
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N*-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{6-[4- 
(methylsulfoiiyl)phenyl]pyridin-3-yl}ethyl)-L-leucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-{6- 
5 [(methylsulfonyl)amino]pyridin-3-yl)phenyl)ethyl]-I^leucinamide^ 

N*-(cyanomethyl>4-fluoro-N^-[(lS)-2,2.2-trifluoro-l-(4-{6- 
[(methylsulfonyl)anMno]pyridin-3-yl}phenyl)ethyl]-L4eucinamide; 

10 N^Kl-cyanobutylH-fluoro-N^-{(lS)-2^.2.trifluoro-l-[4Hmethylsulfo^^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N'«(l-cyano-2-cyclopropylethylH-fluQro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methylsulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinami de; 

15 

N^-(l-cyano-2-pyridin-3~ylethyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
(methylsulfonyl)- 1 , 1 -biphenyl-4^yl]ethyl }-L-leucinainide; 

N*-(l<yano-3-hydroxy-3-methylbutyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4- 
20 (methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N' K 1 -cyanocyclopropyl)-4-fluoro-N^- { (1 S>2,2,2-trifluoro-l-[4-( l-oxo4 3-dihyd^ 
2-benzof uran-5-yl)phenyl]ethyl } -L-leucinamide; 

25 N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(3,3-dimethyM-oxo-l,3-dihydro-2- 
ben2ofuran-5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinainide; 

N*-(lH:yan(x:yclopropyl)-N^-{ (lS)-l-[4-(33-diethyI-l-oxo-l 3-dihydro-^^ 
5-yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinaniide; 

30 

N'-(lK;yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-t4-(3-oxo43-dihyd^^^ 
2-benzofuran-5-yl)phenyl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(l,l-dimethyl-3-oxo-l,3-dihydro-2- 
35 benzof uran-5-yl)phenyI]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 
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N ^ -( 1 -cyanocyclopropyl)-N^- { ( 1 S)- 1 - [4-( 1 , 1 -diethyl-3-oxo- 1 ,3-dihydro-2-benzofuran- 
5-yl)phenyl]-2,2,2-trifluoroethyl ) -4-fluoro-L-leucinamide; 

5 N* -(1 -cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4 -(3-oxo- 1 .3-dihydro- 
2-ben2of uran-5-yl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-(l-cyanc)cyclopropyl)-N^-{(lS)-l-[4KlJ-dimethyl-3-oxo-13-dihydro^^ 
benzof uran-5-yl)- 1 , 1 -biphenyl-4-yl]-2,2,2"trifluoroethyl } -4-fluoro-L-leucinamide; 

10 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4^1,l-diethyl-3-oxo-13-dihydro-2- 
benzofuran-5-yl)- 1 , 1 -biphenyl-4-yl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

-( 1 -cyanocyclopropyl)-4-fIuoro-N^- { ( 1 S)-2,2,2-trifluoro- 1 -[4 -( 1 -oxo- 1 ,3-dihydro- 
15 2-benzofuran-5-yl)-l,l -biphenyl-4-yl]ethyl}-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4H33-dimethyl-l-oxo-13-dihydro-^^ 
benzofuran-5-yl)- 1 , 1 -biphetiyl-4-yl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

20 N*-(lK:yanocyclopropyl)-N^-{(lS)-l-[4H33-diethyl-l^oxo-13-dihy^^^ 

benzof uran-5-yl)- 1 , 1 -biphenyl-4-yl] -2.2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

N*-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-oxo-2,5- 
dihydrof uran-3-yl)phenyl]ethyl } -L-leucinamide; 

25 

N'-(l-cyanocyclopropyl)-N^-((lS)-l-[4-(2,2-dimethyl-5-oxo-2,5-dihydrofuran-3- 
yl)phenyl]-2,2,2-trifluoroethyl}-4-fluoro-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(2,2-diethyl-5-oxo-2,5-dihydrofuran-3- 
30 yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-oxo-2,5- 
dihydrofuran-3-yl)phenyl]ethyl}-L-leucinamide; 
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-( 1 <y anocyclopropyl)-N^- { ( 1 S )- 1 44-(5,5-di methyl-2-oxo-2,5-dihydrof uran-3- 
yl)phenyl]-2,2.2-trifluoroethyl } -4-fluoro-L-leucinamide; 

N*-(l-cyanocyclopropyl>N^-{(lS)>l-[4-(5,5-diethyI-2-oxo-2,5-dihydrofuran-3- 
5 yl)phenyl]-2,2,2-trifluoroethyl }-4-fluoro-L-leucinainide; 

N'-(l-<;yan(x:yclopropylH-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-oxo-4- 
oxaspiro[2.4]hept-6-en-7-yl)phenyl]ethyl}-L-leucinamide; 

10 N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-oxo-5- 
oxaspiro[3.4]oct-7-en-8-yl)phenyl]ethyl}-L-leucinainide; 

N*-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(5-oxo-4- 
oxaspiro[2.4]hept-6-en-6-yl)phenyI]ethyl } -L-leucinamide; 

15 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-ox()-5- 
oxaspiro[3.4]oct-7-en-7-yl)phenyl]ethyl}-L-leucinamide; 

N'-(l-cyancx:yclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6- 
20 ylphenyl)ethyl]-L-leucinamide; 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,24rifluoro-l-[4-(methylsuffi 
biphenyl-4-yl]ethyl }-L-leucinamide; 

25 N^-[(lS)-l-(4'-acetyl.l4'-biphenyl-4-yI)-2,2,2-trifluoroethyl]-N 
cyanocyclopropyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4Kiuinolin-6-ylphenyl)ethyl]-L- 
leucinamide; 

30 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N''-(l-cyanocyclopropyl)-4,4- 
difluoro-L-norvalinamide; 

N*-(l-cyanocyclopropyl)-4,4-difluoro-N^-{(lS)-2.2,2-lTifluoro-l-[4-{methylU^ 
35 biphenyl-4-yl]ethyl }-L-norvalinamide; 
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N^-(l-cyanocyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluorc>-l-[4-(meA^^ 
1 , 1 -biphenyl-4-yl]ethyl } -L-norvalinamide; 

5 N*.[(lS)-l-cyano-3-(methylsulfonyl)propyl]-N^-{(lS)-2,2,2.trifluoro-^ 
(methylsulfonyl)-!,! -biphenyl-4-yI]ethyl }-L-leucinamide; 

N * 1 -cyanocyclopropyl)-4-fluoro-N^-[( 1 S)-2,2,2-trifluoro- 1 -(4-quinoIin-6- 
ylphenyl)ethyl]-L-leucinamide; 

10 

N^-(l-cyanocyclopropyl)-4-fluoro-N^-{ (lS)-2,2>trifluoro-l-[4 -(methylsulfm^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxyethyl)-l^ 
1 5 biphenyl-4-yl]ethyl } -L-Ieucinamide; 

N^-[(lS)-l-(4'-acetyl-ia-biphenyl-4.yl)-2,2,2-trifluoroe^^ 
cyanocyclopropyl)-L-leucinamide; 

20 N*-(l-cyanocycIopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6-ylphenyl)ethyl^ 
leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyI]-N^--(l-cyanocyclopropyl)-4,4- 
difluoro-L-norvalinamide; 

25 

N*-(l-cyanocyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylA^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

N'-(l-cyanocyclopropyl)-4,4-difIuoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(methylsul^^^ 
30 1,1 -biphenyl-4-yl]ethyl ) -L-norvalinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[5-methyI-6- 
(methylsulfonyl)pyridin-3-yl]phenyl}ethyl)-L-leucinamide; 
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N'-(l-cyanocyclopropyl)-4-fluorc>-N^-((lS)-2,2,2-trifluoro-l-{4-[6-(l-hydroxy-^ 
methylethyl)-5-methylpyriclin-3-yl]phenyl}ethyl)-L-leucinainide; 

-( 1 -cyanocyclopropyl)-4-fluoro-N^-[(l S)-2,2,2-trifluoro- 1 -(4 -fluoro- 1 , 1 -biphenyl- 
5 4-yl)ethyl]-L-leucinamide; 

N'-(lK:yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2.2-trifluoro-l-[3-methyM 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

10 N'-(lK:yanocyclopropylH-fIuoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(6-met^ 
yl)phenyl]ethyl }-L-leucinamide; 

N*-( l-cyan(xyclopropyl)-4-fluoro-N^-{ (lS)-2,2,2-trifluoro-l-[4Hmethylthio 1 - 
biphenyl-4-yl]ethyl } -L-leucinamide; 

15 

N*-(l-cyan(x:yclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l^ 
methylethyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyan(xyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluorc>-l-[4-(2-methylqm 
20 yl)phenyl]ethyl }-L-leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2,2-trifluoroethyl]-N^-(cyanomethyl)-4,4-difluoro-L- 
norvalinamide; 

25 N"Kl-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[(lS)-l^ 
hydroxyethyl]-l,l -biphenyl-4-yl }ethyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4'-[(lR)-i- 
hydroxyethyl]-l,r-biphenyl-4-yl}ethyl)-L-leucinamide; 

30 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Htrifluoroacetyl> 
biphenyM-ylJethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[5-(2-naphthyl)pyridin-2- 
35 yl]ethyl } -L-leucinamide; 
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N*-(cyanomethylH,4-difluoro-N^.{(lS)-2,2,2-trifluoro-l-[4'-(methylthio)-14- 
biphenyl-4-yl]ethyI } -L-norvalinamide; 

5 N^-(cyanomethyl)-4,4-difluoro-N^M(lS)-2,2,2-trifluorchl-[4Kmethy^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

N*-(l-cyanocycIopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluon)-l-[4-(5-methyI-l^ 
thiazol-2-yl)phcnyI]ethyl } -L-leucinamide; 

10 

N'-(l-cyanocyclopropyl>N^-{(lS)-l-[4-(l,l-dioxido-3-oxo-2,3-dihydro-l,2- 
benzisothiazol-5-yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

N'^-[(4-bromophenyI)(phenyl)methyl]-N^-(l-cyanocyclopropyl)-L-leucinarnide; 

15 

N'-(l-cyanocyclopropylH-fluoro-N^-f(lS)-2,2,2-trifluoroTl-(4-methyl-lJ-bipheny 
4-yl)ethyl]-L-leucinamide; 

N^-[(lS)-l-(14-biphenyl-4-yl)-2,2,2-trifluoroethyll-N^-(l-cyanocyclopropy 
20 fluoro-L-leucinamide; 

N^-{(lS)-l-[4-(5-chIoropyridin-2-yl)phenyl]-2,2,2-trifluoroethyl}-N*-(^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

25 N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyridin-4- 
ylphenyI)ethyl]-L-Ieucinamide; 

N*-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4- 
[(methylsulfonyl)ainino]-l , 1 -biphenyl-4-yl }ethyI)-L-leucinamide; 

30 

N^-[(lS)-l-(4-bromophenyl)-2,2-difIuoroethyl]-N^-(l-cyanocyclopropyl)-L- 
leucinamide; 

-( 1 <yanocyclopropyl)-N^- { ( 1 S)-2,2-difluoro- 1 -[4Hmethyl thio)- 1 4 -biphenyl-4- 
35 yl]ethyl } -L-leucinamide; 
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-( 1 -cyanocyclopropyl)-4-f luoro-N^-[(l S)-2,2,2-trifluoro- 1 -(4-pyriniidi 
ylphenyl)ethyl]-L-leucinamide; 

5 N^-[(lS)-l-(4'-acetyl-14'-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N*^ 
cyanocyclopropyl)-4-fluoro-L-leucinamide; 

N^-(l<yanc)cyclopropyl)-4-fluoro-N^-{(lS>2,2,2-trifluoro4-t3Kl-hydro 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

10 

N^>[(lS)-l-(4'-acetyl-l.l-biphenyl-4-yl)-2,2-difluoroethyl]-N'-(l-cya^ 
L-Ieucinamide; 

-( 1 -cyanocyclopropyl )-N^- {(IS)- 1 -[4-(3 ,5-dimethylisoxazol-4-yl)phenyl]-2,2,2- 
15 trifluoroelhyl }-4-fluoro-L-leucinamide; 

N'-[(lS)-lK:yanoO-(methylsulfonyl)propyI]-N^-{(lS)-2,2,2-trifluo^^^ 
(methylsulfonyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

20 N^-(l-cyanocycIopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-quinoIin-6- 
ylphenyl)ethyl]-I^Ieucinamide; 

-( 1 -cyanocyclopropyl)-4-fluoro-N^-{ (1 S)-2,2,2-trifluoro- 1 -[4 -(methylsulfinyl)-l , 1 - 
biphenyl-4-yl]ethyl } -L-Ieucinamide; 

25 

N^-(l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Hl-hydroxyeth^^ 
biphenyM-ylJethyl } -L-leucinamide; 

N^-[(lS)-l-(4'-acetyl-14'-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N^-(l^ 
30 cyanocyclopropyl)-L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-[(lS)-2,2,2-trifluoro-l-(4-quinolin-6-ylphenyl)ethyI]-L- 
leucinamide; 
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N^-[( 1 S)- 1 -(4-bromophenyI)-2,2,2-trifluoroethyl]-N * -( 1 -cyanocyclopropyl)-4,4- 
difluoro-L-norvalinamide; 

N'-(l-cyanocyclopropyl)-4,4-difluoro-N^"{(lS)-2,2,2-trifluoro-l-[4Hmethylthio)-^ 
5 biphenyl-4-yl]ethyl }-L-norvaIinaniide; 

N*-(l<yanocyclopropyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Hmethylsu^ 
1 , 1 -biphenyl-4-yl]ethyl ) -L-norvalinamide; 

10 N*-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4-[5-methyl-6- 
(methylsulfonyl)pyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

N'-(l-cyanocyclopropyI)-4-fluoro-N^-((lS>2,2,2-trifluoro-l-{4-[6-(l-hydroxy-l- 
methylethyl)-5-methylpyridin-3-yl]phenyl}ethyl)-L-leucinamide; 

15 

N*-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-fluoro-14 -b^ 
4-yl)ethyl]-L-leucinainide; 

N*-(l<yanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[3-methyM- 
20 (methylsulf onyl)- 1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

-(l-cyanocyclopropyl)-4-fluoro-N^- { ( 1 S)-2,2,2-trifluoro-l -[4-(6-niethylpyridin-3- 
yl)phenyllethyl } -L-leucinamide; 

25 N'Kl-cyan(xyclopropyl)-4-fluoro-N^-{(lS)-2,2.2-trifluoro-l-[4'Kmethy^ 
biphenyl-4-yl]ethyl } -L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(l-hydroxy-l- 
methylelhyl)-l , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

30 

N'-(l-<;yanocyclopropylH-fluoro-N^-{(lS)-2,2,2-trifluoro-l-[4-(2-methyIqm 
yl)phenyl]ethyl } -L-leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2.2,2-trifluoroethyl]-N^-(cyanomethyl)-4,4-difluoro- 
35 norvalinamide; 
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N*-(l-cyanocyclopropyl)-4-fluoro-N^-((lS)-2,2,2-trifluoro-l-{4H(lS)-l- 
hydroxyethylj-l, 1 -biphenyl-4-yl }ethyl)-L-leucinamide; 

5 N*.(l-cyanocyclopropylH-fluoro-N^-((lS)-2,2,2.trinuoro-l-{4'-[(lR> 
hydroxyethyl] - 1 , 1 "biphenyl-4-yl } ethyl)-L-leucinamide; 

N'<l-cyanocyclopropyl)-N^-{(lS)-2,2,2-trifluoro-l-[4Htrifluoroacet^^ 
biphenyl-4-yl]ethyl }-L-Ieucinamide; 

10 

N'-(l-cyanocyclopropyl)-N^-{(lS>2,2,2-trifluoro-l-[5-(2-naphthyl)pyridin-2- 
yl]ethyl }-L-leucinamide; 

N^-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2,2>trifluoro-l-[4Hmethylthio^^ 
15 biphenyl-4-yl]ethyl } -L-norvalinamide; 

N*-(cyanomethyl)-4,4-difluoro-N^-{(lS)-2,2,2-trifluoro-l-[4Hmeth^ 
biphenyl-4-yl]ethyl } -L-norvalinamide; 

20 N*-(l-cyanocyclopropyl)-4-fluoro-N^-{(lS)-2,2.2-trifluoro-l-[4-(5-methyl-l,3- 
thiazol-2-yl)phenyl]ethyl } -L-leucinamide; 

N*-(l-cyanocyclopropyl)-N^-{(lS)-l-[4-(l,l-dioxido-3-oxo-2,3-dihydro-l,2- 
benzisothiazol-5-yl)phenyl]-2,2,2-trifluoroethyl } -4-fluoro-L-leucinamide; 

25 

N^-[(4-broniophenyl)(phenyl)methyl]-N^-(l-cyanc)cyclopropyl)-L-leucinamide; 

N'-(l-cyanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-methyl-14-biphen 
4-yl)ethyl]-L-leucinamide; 

30 

N^-[(lS)4-(14-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N*-(l-cyanocyclopro^ 
fluoro-L-leucinamide; 

N^-{(lS)-l'[4.(5-chloropyridin-2.yl)phenyl]-2.2,2-trifluorc)ethyl}-N 
35 cyanocyclopropyl)-4-fluoro-L-leucinamide; 
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N^Kl-cyanocycIopropy])-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyricUn-^^ 
ylphenyl)ethyl]-L-leucinamide; 

5 -( l-cyanocyclopropyl)-4-fl uoro-N^-(( 1 S)-2,2 ,2-trifluoro- 1 - { 4 - 
[(methylsulf onyl)aminol- 1 , 1 -biphen yl-4-yl } ethyl)-L-leucinamide; 

N^-[(lS)-l-(4-bromophenyl)-2,2-difluoroethyl]-N^-(l-cyanocyclopropyl)-L- 
leucinamide; 

10 

N'-(l-cyanocyclopropyl)-N^-{(lS)-2.2-difluoro-l-[4Hmethylthio)-14-^^^ 
yl]ethyl }-L-leucinainide; 

N'-(l<yanocyclopropyl)-4-fluoro-N^-[(lS)-2,2,2-trifluoro-l-(4-pyriiTiidin-5- 
1 5 ylphenyl)ethyl]-L-leucinamide; 

N^-[(lS)4-(4'-acetyl-lJ'-biphenyl-4-yl)-2,2,2-trifluoroethyl]-N*^ 
cyanocyclopropyl)-4-fluoro-L-leucinainide; 

20 N'-(lK:yanocycIopropyl)-4-fluoro-N^-{(lS>2,2,2-trifluoro-l-t3-(l-hydroxyeA^^ 
1 , 1 -biphenyl-4-yl]ethyl } -L-leucinamide; 

N^-[( 1 S)- 1 -(4 -acetyl- 1 , 1 -biphenyl-4-yl)-2,2-difluoroethyl]-N'-(l-cyanocyclopropyl)- 
L-leucinamide; 

25 

N^-(l-cyanocyclopropyl)-N^-{(lS>l-[4-(3,5-dimethylisoxazol-4-yl)phenyl]-2,2,2- 
trifluoroethyl } -4-fluoro-L-leucinaniide; 

and the pharmaceutically acceptable salts, stereoisomers and N-oxide derivatives 
30 thereof. 

10. Nl-(l-cyanocyclopropylH-fluoro-N2-{(lS)-2,2,2-trifluoro-l- 
[4 -(methylsulfonyl)- 1,1 -biphenyl-4-yl]ethyl} -L-leucinamide or a pharmaceutically 
acceptable salt thereof. 

35 
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1 1 . //^-(l-cyanocyclopropyl)-4-fluoro-/V^- { (15)-2,2,2-trifluorO'l- 
[4 -(methylsulfinyl)-!,! -biphenyl-4-yl]ethyl}-L-leucinamide or a pharmaceutically 
acceptable salt thereof. 

5 12. N'(cyaiiomethyl)-N^{(lS).2,2,2-trifluoro-l-.[4'- 

(methylsulfonyI)-l,l -biphenyl-4-yl]ethyl}-I^leucinamide or a pharmaceutically 
acceptable salt thereof. 

13. N^{(lS)-l-[4Haminosulfonyl)-l,r-biphenyl-4-yl]-2,2,2- 

10 trifluoroethyl }-N^(cyanomethyl)-L-leucinamide or a pharmaceutically acceptable salt 
thereof. 

14. A pharmaceutical composition comprising a compound 
according to Claim 1 and a pharmaceutically acceptable carrier. 

15 

15. A pharmaceutical composition made by combining a 
compound according to Claim 1 and a pharmaceutically acceptable carrier. 

16. A process for making a pharmaceutical composition 

20 comprising combining a compound according to Claim 1 and a pharmaceutically 
acceptable carrier. 

17. A method of inhibiting cathepsin activity in a mammal in need 
thereof, comprising administering to the mammal a therapeutically effective amount 

25 of a compound according to Claim 1 . 

18. The method according to Claim 17 wherein the cathepsin 
activity is Cathepsin K activity. 

30 19. A method of treating or preventing a disease selected from; 

osteoporosis, glucocorticoid induced osteoporosis, Paget's disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
bone disease, hypercalcemia of malignancy or multiple myeloma in a mammal in need 
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thereof by administering to the mammal a therapeutically effective amount of a 
compound according to Claim L 

20. The method of Claim 19 wherein the disease is osteoporosis. 

5 

21 . A method of treating cathepsin dependent conditions in a 
mammal in need thereof by administering to the mammal a therapeutically effective 
amount of a compound according to Claim 1. 

10 22. A pharmaceutical composition comprising a compound of 

Claim I and another agent selected from: an organic bisphosphonate, an estrogen 
receptor modulator, an estrogen receptor beta modulator, an androgen receptor 
modulator, an inhibitor of osteoclast proton ATPase, an inhibitor of HMG-CoA 
reductase, an integrin receptor antagonist, or an osteoblast anabolic agent, and the 

15 pharmaceutically acceptable salts and mixtures thereof. 

23. A method of treating or preventing a disease selected from: 
osteoporosis, glucocorticoid induced osteoporosis, Paget' s disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 

20 arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
bone disease, hypercalcemia of malignancy or multiple myeloma comprising a 
compound of Claim 1 and another agent selected from: an organic bisphosphonate, an 
estrogen receptor modulator, an androgen receptor modulator, an inhibitor of 
osteoclast proton ATPase, an inhibitor of HMG-CoA reductase, an integrin receptor 

25 antagonist, or an osteoblast anabolic agent, and the pharmaceutically acceptable salts 
and mixtures thereof. 

24. The method of Claim 23 wherein the disease is osteoporosis. 

30 25. A pharmaceutical composition comprising a compound of 

Claim 1 and another agent selected from: an organic bisphosphonate, an estrogen 
receptor modulator, an estrogen receptor beta modulator, an androgen receptor 
modulator, an inhibitor of osteoclast proton ATPase, an inhibitor of HMG-CoA 
reductase, an integrin receptor antagonist, or an osteoblast anabolic agent, and the 

35 pharmaceutically acceptable salts and mixtures thereof. 
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26. A method of inhibiting bone resorption with a compound 
according to Claim 1. 

5 27. A method of increasing bone mineral density with a compound 

according to Claim L 

28. A method of reducing the risk of fractures with a compound of 

Claim L 

10 



-281- 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World InteUectaal Property 
Organization 

International Bureau 




liiiiiiiiiniiiiiiiiiiniininniH 



(43) International Publication Date (10) International Publication Number 

18 September 2003 (18.09.2003) PCT WO 2003/075836 A3 



(51) International Patent ClassiDcation^: A61K 31/275 

(21) International Application Number: 

PCT/US2003/006147 

(22) IntemationalFiUngDate: 28 February 2003 (28.02.2003) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 
60/361,818 
60/408,704 



5 March 2002 (05.03.2002) US 
6 September 2002 (06.09.2002) US 



^= (71) Applicants (for all designated Stales except US): 
= MERCK FROSST CANADA & CO. [CA/CA]; 16711 
Trans-Canada Highway, Kirkland, Quebec H9H 3L1 
= (CA). AXYS PHARMACEUTICALS, INC. [USAJS]; 
. ^= 180 Kimball Way, South San Francisco, CA 94010 (US). 

(72) Inventors; and 
^= (75) Inventors/Applicants (for US only): BAYLY, Christe- 
ns pher, L [CA/CA]; 16711 Trans-Canada Highway, 

Kiikland, Quebec H9H 3LI (CA). BLACK, Cameron 
= [CA/CA]; 16711 Trans-Canada Highway, Kirkland, 
— Quebec H9H 3L1 (CA). LEGER, Serge [CA/CA]; 1671 1 
== Trans-Canada Highway, Kirkland. Quebec H9H 3L1 
^= (CA), U, Cliun Sing [CA/CA]; 16711 Trans-Canada 
= Highway, Kirkland, (Ju^bec H9H 3L1 (CA). MCKAY, 
^= Dan [CA/CA]; 16711 Trans-Canada Highway, Kiric- 
^= land, Quebec H9H 3L1 (CA). MELLON, Chrlstophe 

[CA/CA]; 16711 Trans-Canada Highway, Kirkland, 
S Quebec H9H 3L1 (CA). GAUTHIER, Jacques Yves 
^5 [CA/CA]; 16711 Trans-Canada Highway, Kirkland, 
s Quebec H9H 3L1 (CA). LAU, Cheuk [CA/CA]; 16711 

Trans-Canada Highway, Kirkland, Quebec H9H 3L1 
s (CA). THERIEN, MicJiel [CA/CA]; 1671 1 Trans-Canada 
= Highway, Kiikland, (Juebec H9H 3L1 (CA). TRUONG, 

Vouy-Linli [CA/CA]; 16711 Trans-Canada Highway, 
^ Kirkland, Quebec H9H 3L1 (CA). GREEN, Michael, J. 



[US/US]; 180 Kimball, South San Francisco, CA 94080 
(US). HIRSCHBEIN, Bernard, L. [US/US]; 180 Kimball 
Way, South San Francisco, CA 94080 (US). JANG, James, 
W. [US/US]; 180 Kimball Way, South San Francisco, CA 
94080 (US). PALMER, James, T. [US/US]; 180 Kimball 
Way, South San Francisco, CA 94080 (US). BASKARAN, 
Chitra [IN/US]; 180 Kimball Way, South San Francisco, 
CA 94080 (US). 

(74) Agent: WALUNGER, Nicole, M.; MERCK & CO., 
INC., 126 East Lincoln Avenue, Rahway, NJ 07065-0907 
(US). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BE, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN. IS, JP, KE, KG, KR, KZ, LC, LK, 
LR. LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, 
MZ, NO. NZ. OM, PH, PL, PT, RO, RU, SC, SD, SE, SG, 
SK. SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
VN, YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD. SL, SZ, TZ. UG, ZM. ZW), 
Eraasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ. TM), 
Emopean patent (AT. BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL. PT, SE, SI, 
SK, TR), OAPI patent (BF, BJ, CF, CG, a, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG). 

Publislied: 

— with international search report 

— before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 

(88) Date of publication of the international search report: 

15 July 2004 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations'* appearing at the begin- 
ning of each regular issue of the PCT Gazette, 



NO 

m 

00 
IT) 



2 (54) TiUe: CATHEPSIN CYSTEINE PROTEASE INHIBITORS 

^ (57) Abstract: This invention relates to a novel class of compounds which are cysteine protease inhibitors, including but not limited 
^ to, inhibitors of cathepsins K, L, S and B. These compounds are useful for treating diseases in which inhibition of bone resorption is 
1^ indicated, such as osteoporosis. 



INTERNATIONAL SEARCH REPORT 


Internationa] application No. 




PCT/US03/06147 


A. CIASSfflC ATION OF SUBJECT MATTER 



IPCX7) : A61K 31/275 

US CL : 514/519, 528; 558/434, 437. 440 
According to Intemational Patent Classification (IPQ or to both national classification and IPC 
B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/519, 528; 558/434, 437, 440 



Documentation searched other than mininnmi documentation to the extent that such documents are included in die fields searched 



Electronic data base consulted durmg tiie intematianal search (name of data base and, vfbm practicable, search terms used) 
EAST, STN CAS ON LINE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



Citation of document, with iiKlication, where appropriate, of die relevant passages 



Relevant to claim No. 



ALESANDRO VOLONTERIO et al. SolutioQ/sotidi)ha5e Synthesis of PaztiaUy Modified 
retro -[NHCH(CF3)>peptidyl Hydroxamates — 
Tetrahedron Letters. 2001, Vol. 42, pages 3141-3144. 



1-28 



□ 



Further documents are listed in the contixaiation of Box C. 



□ 



See patent femily annex. 



• SpMial categories of cited documents: 

"A" documemdefming the general state of the an wluch is not consideie 
of particular rdevance 

"E" eariier applicadon or patent published on or after the intematicKial filing date 

"L" docuinettwhidiinavtliiow doubts on prioriQ^clalinCs) or 

establish the puUication date of another dtadon or other special reason (as 
spedfiecO 

"0* document referring to an oral dja:losure, use, exhitntion or other nmns 

"P" document published prior to the intemadonal filing date but later than the 
priority date cJaimed 



"T" later document published after the intemational filhig date or prioriiy 

date and not in conflict wiA the qiplicatioo but died to uodeistaiid the 
principle or theory underlying the invention 

"X" document of particular relevance; the claUned invention cannot be 

considered novel or cannot be considered to involve an inventive, step 
when the docnroent is taken alone 

*Y" document of pardcular relevance: the claimed Invendon cannot he 

considered to involve an inmitive step when the document is 
combined wiih one or more other sucli documents, such combination 
being obWous to a per^n dolled hi the ait 

documem member of the same patent family 



Date of the actual completion of the intemational search 
20 January 2004 (20.01.2004) 


Date of mailing of the intemational search report 

^ 27 MAY 2004 


Name and mailing address of the ISAAJS 
Mail Stop PCX. Attn: ISAAJS 
Comraissioser for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
FacshnOeNo. (703)305-3230 


Telephone No. (703)308 0196 



Form PCT/ISA/210 (second sheet) (July 1998) 



